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Hemorrhage From Gastroesophageal Lacerations at the Cardiac Orifice 


of the Stomach 
Joun P. Decxer, M.D.,f Norman Zamcuecn, M.D.,t ann G. Kennetn Mattory, M.D.§ 
BOSTON 
INCE the original of gastrointestinal and Mallory from this hospital, at least 11 cases of 


hemorrhage caused by pe cae lacera- 
tions induced by vomiting, presented by Mallory and 
Weiss** more than twenty years ago, there 
been no further reports of this syndrome. Several 


gastrointestinal hemorrhage due to cardioesophageal 
lacerations have been examined at autopsy in this 
laboratory. Clinical and pa ical observations 
in these cases (Tables 1 and 2) and 6 case histories 


l. Clinical Findings. 
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axis of the stomach and esophagus and, when multi- 
ple, were arranged in a circumferential fashion about 
the cardia. In Case 9 no blood was present in the 
gastrointestinal tract at the time of autopsy. In Case 
6 black stool was noted in the rectum only, and in 
another (Case 7) no observation is recorded on this 
point. In all other cases, large amounts of fresh 
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Random sections of the stomach were available in 
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criteria employed for the diagnosis of chronic 
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Atrophy and intestinal metaplasia were particularly 
prominent in Cases 3, 4 and 10. Both patients 
with gastric polyps also had chronic gastritis, Case 4 
in particular showing a severe atrophic gastritis and 
multiple polyps. The association of these lesions is 
well known." 
2, 6, 7 and 8 contained vary- 
of centrilobular necrosis, often hemor- 
rb Early biliary cirrhosis was present in Case 
8 on the basis of extrahepatic calculous biliary ob- 
struction with infection. Diffuse nutritional (alco- 
holic) cirrhosis was present in Cases 10 and 11. 
Other diseases present in the gastrointestinal tract 
included calculous cholecystitis in 3 patients (Cases 
4, 6 and 9). Int (Case 8) it was associated with 


CrassiFicatTion or Cases 


These cases may be divided into three groups for 
purposes of discussion. The first (Group A, Tables 1 
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and 2) consists of 5 cases in which the gastroesophag- 
eal laceration was the principal anatomic cause of 
death, unassociated with other grave disease in re- 
lated or remote organs. The monocytosis in Case 
4 had been present for several years and does not 
appear to have been related to the fatal outcome 
since no evidence of leukemia was found at autopsy. 
The anatomic findings in these 5 cases were similar 
to those in the 6 autopsied cases in the original re- 
ports. The cases differed in that alcoholism, a promi- 
nent factor in the original cases, was recorded in 
this group only in Case 2. The centrilobular hepatic 
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of the stomach, the lesion often being nearly bisected 

by the cardioesophageal junction (Fig. 1 and 2). A 

few lesions were confined to the stomach alone, being 

located immediately distal to the gastroesophageal 

junction, but none were limited to the , esophagus 
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gastritis were generally accepted ones*** and in- 

cluded the presence of inflammatory infiltrate, in- 

creased lymphoid tissue, glandular atrophy, intes- 

tinal metaplasia, mucosal cysts, focal erosion and 
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necrosis observed in Cases 1 and 2 was probably 
related to hypoxia as a result of hemorrhagic shock." 
In Case 2 the vomiting was possibly related to the 
ingestion of alcohol; in Case 4, it may have been 
related to calculous cholecystitis. All patients showed 
moderate or severe gastritis. No other cause for 
vomiting was found in Cases 1 and 3. 

A second group consists of 4 cases (Group B, 
Tables 1 and 2) in which the gastroesophageal lesion 
was associated with grave disease in related or re- 
mote organs. These diseases included cerebral throm- 
bosis, with infarction; perforated duodenal ulcer, 
with acute peritonitis: calculous pancreatitis, chole- 
cystitis, cholelithiasis and choledocholithiasis; and 
uremia due to polycystic disease of the kidney. Sec- 
tions of the stomach were available for examination 
in 2 cases. These (Cases 7 and 9) showed slight 
degrees of chronic atrophic gastritis. Although 
tissues from the stomach of Case 8 were unavailable 
for microscopical review, the association of super- 
ficial gastritis and calculous pancreatitis was noted 
on gastroscopic examination in 2 cases by Mourao 
and Schindler.** Case 9 had hematemesis just before 
admission to the hospital and died in uremia; al- 
though no blood was found in the gastrointestinal 
tract at the time of post-mortem examination, the 
association of vomiting in this case with a charac- 
teristic lesion at the gastroesophageal junction in- 
dicates the similarity of this lesion to the others. The 
original reports of Mallory and Weiss included few 
patients with significant disease besides the lacera- 
tions at the cardia. It seems reasonable, however, 
to postulate that the lacerations at the cardioesophag- 
eal junction may occur in conjunction with lesions 
of related organs such as the pancreas, gall bladder 
and duodenum as well as in association with diseases 
of more remote organs such as the kidneys and 
brain, especially those causing vomiting. | 

The third group (Group C, Tables 1 and 2) con- 
sists of 2 cases in which characteristic lesions were 
found at the cardia in the presence of alcoholic cir- 
thosis. No patients with cirrhosis were included by 
Mallory and Weiss in their original reports. There 
is no reason, however, to assume a fundamentally 
different pathogenesis in these 2 cases from that in 
the remaining 9. It seems likely that cardioesophag- 
eal lacerations in patients with alcoholic cirrhosis can 
precipitate bleeding from underlying gastroesophag- 

varices. This situation may have occurred in 
Case 10, in which a dilated vein was found in the 
depth of the laceration. This patient also had severe 
chronic atrophic gastritis. Varices were not found in 
Case 11. 
PATHOGENESIS 

Examination of the case histories in an attempt 
to clarify the pathogenesis of these lesions revealed 
that, as in the original reports, the common factor 
was vomiting. Analysis of the cases yielded no ex- 


MALLORY—WEISS SYNDROME — DECKER ET AL. 


tion more reasonable than that advanced by 
and Weiss — namely, that the lacerations 
were produced by violent retching movements, which 
forced the gastric contents against a contracted car- 
diac sphincter. In 5 cases in which the histories were 
sufficiently detailed vomiting preceded bleeding by 
an appreciable interval. Reports of cases of spon- 
taneous rupture of the esophagus emphasize the 
importance of violent retching and vomiting.’* * 
The similarity of these conditions suggests a common 

trophic gastritis is a possible underlying factor 
in the production of lacerations at the cardia. Atroph- 
i¢ mucosa may be less resistant than 
mucosa to the traumatic effects of vomiting. A sig- 
nificant degree of atrophic gastritis was present in 6 
of the 8 cases in which specimens of gastric mucosa 
were available for microscopical study. Five of the 
6 patients were fifty years of age or older. This 
factor is difficult to evaluate because of the frequency 
with which atrophic gastritis is encountered in the 
stomachs of elderly persons. Guiss and Stewart*® 
state that some mi ical evidence of atrophic 
gastritis is present in the stomachs of 82 per cent of 
apparently normal persons over the age of forty. 
Hebbel" found that only 7 of 53 stomachs from 
persons over the age of fifty were histologically 
normal. These authors made systematic studies of 
the gastric mucosa. The fact that the gastritis in the 
present study was generally of severe degree and 
readily demonstrable in random sections indicates a 
widespread and more significant process than that 
commonly found in this age group. ‘ 

ism was present in only 3 cases as com- 
pared to most of the cases in the original reports. In 
this connection the possible relation of ingestion of 
alcohol and gastritis is of interest. That alcohol may 
have a noxious effect on the gastric mucosa cannot 
be doubted. Some reports'’-** emphasize the incon- 
stant relation between alcoholism and gastritis that 
can be demonstrated histologically or gastroscop- 
ically. Beaumont” noted erythema, aphthous patches 
and superficial hemorrhages in the stomach of his 
patient, Alexis St. Martin, after ingestion of alcohol 
over a period of eight to ten days. Parker** described 
a lesion of the stomach in patients with chronic al- 
coholism consisting of mucosal and submucosal 

ic infiltration and dilated mucosal capil- 
laries that he considered important in the production 
of gastric hemorrhage. Acid gastric reaction may 
aggravate this lesion. 

It is clear that, in animals, gastritis with ulcera- 
tion and bleeding can be produced by a variety of 
nutritional iencies, particularly of components 
of the vitamin B complex.** ** Alcoholism is com- 
monly accompanied by vitamin deficiencies, par- 
ticularly of the C and the B group. Furthermore, in 


61 
cellular metabolism. Blood coagulation may be im- 


paired by deficiency of prothrombin, platelets or 
vitamin K—all of which may be einthed in 
alcoholic cirrhosis.* Profound metabolic disturb- 
ances such as uremia must also impair the cellular 
integrity of the gastroesophageal mucosa. 

SicNiFICANCE OF THE LESION 


The 11 cases of lacerations at the cardia of the 
stomach here presented were found among approxi- 
mately 11,000 autopsies performed at this laboratory 
in the twenty years since the last report of Weiss and 
Mallory. There have undoubtedly been other fatal 
cases of this syndrome in this hospital during the 
same period, unconfirmed by autopsy, as well as 
additional autopsied cases in which the lesion was 
unrecognized, for the lacerations may be small and 
easily overlooked. Many cases probably fall within 
the jurisdiction of the medical examiner because of 
the rapidity of exsanguination and death. This syn- 
drome was cited as a cause for fatal gastrointestinal 
hemorrhage 3 times in 101 autopsied cases of fatal 
gastrointestinal hemorrhage recently reported from 
this laboratory.* In 2 cases among 295 reported by 
Thompson et al.* bleeding was attributed to rupture 
of esophageal veins due to vomiting or hysteria. 
Since these cases were not studied at autopsy, it is 
possible that the bleeding was due to lacerations at 
the cardia. Hall** reported the case of a thirty-two- 
year-old man who bled massively from the stomach 
for eighteen days. Subtotal gastrectomy was per- 
formed, and on the posterior wall of the fundal 
portion of the stomach a linear defect, 2 cm. in length 
and 3 mm. in diameter, was found. The illustrations 
of this lesion resemble those described by Mallory 
and Weiss. 

Although it appears that lacerations at the cardia 
are an infrequent cause of gastric hemorrhage, this 
syndrome undoubtedly accounts for some cases of 
gastrointestinal hemorrhage of otherwise undeter- 
mined origin. Hemorrhage from undetermined sites 
constitutes a sizable fraction in reported series of 
bleeding from the digestive tract, ranging from 2 per 
cent* to 20 per cent.* In this connection it may be 
noted that in 3 of the 6 original autopsied cases of 
Mallory and Weiss previous episodes of hemateme- 
sis associated with vomiting had occurred and that 
Case 4 in the present series had a second episode of 
bleeding after removal of a gastric polyp initially 
thought to have been the cause of bleeding. 

This lesion should be suspected in any patient 
presenting findings similar to those described above, 
especially in the absence of other demonstrable 
causes of bleeding. The roentgenologic diagnosis of 
gastritis itself is difficult,** and it is unlikely that 
these lesions can be diagnosed with any certainty 
by means of x-ray studies. The anatomic character- 
nosis, and, indeed, discrete longitudinal lacerations 
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or fissures resembling these lesions have been seen 
at gastroscopy. 
In recent reports in the surgical literature*’ partial 
gastrectomy is recom in cases of massive 
gastrointestinal hemorrhage in which preoperative 
X-ray examination and gastrotomy fail to disclose 
the cause of bleeding. The usual partial gastrectomy, 
however, will fail to remove lesions at this site. 
These cases emphasize the gravity of the symp- 
tom of vomiting. In severe vomiting or retching 
energetic therapeutic measures should be used. Oral 
medications should be avoided, since even water may 
be poorly tolerated by patients with acute gastritis, 
and parenteral antispasmodics, 
the newer preparations, may be useful both for 
acid neutralization and for reduction of gastric hy- 
permotility.**** Sedatives, hypnotics and even gen- 
eral anesthetics may be considered in intractable 
vomiting when not otherwise contraindicated. 


Summary anp ConcLusions 


The seriousness of vomiting as a symptom is 
emphasized by these 11 cases of gastrointestinal 
bleeding from lacerations at the cardiac orifice of 
the stomach induced by vomiting. Most of the cases 
and Weiss were associated with alcoholism. Man 
sociated with a variety of diseases not only in the 
gastrointestinal tract but also in remote organs. Pro- 
tracted vomiting or retching remains the common 
etiologic factor in all cases. Associated pathogenetic 
factors include chronic atrophic gastritis, alcoholism 
and nutritional cirrhosis. 
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HINDQUARTER AMPUTATION* 


Experience with Eighteen Cases 


HE purpose of this paper is to describe some 

cf the important aspects of an experience with 
18 cases of malignant tumors treated by hindquarter 
amputation. No attempt is made to review the ex- 
tensive literature or to reiterate all the details of 
the subject. For the sake of descriptive brevity, 
we prefer the term “hindquarter amputation”! or 
“hemi 2 to numerous synonymous 
phrases ‘that have been proposed for this procedure. 
It is recognized, however, that to literary purists, 
the term “hemipelvectomy” is not acceptable, being 
derived from both Greek and Latin components. 
Furthermore, we agree with Coley® that these terms 
should be confined to the procedure in which the 
bony pelvis is disarticulated at the pubic symphysis 
and sacroiliac joint. 

Historica, BackGRounD 


Billroth is generally credited with having first 
performed the operation in 1891 and Girard, in 
1895, with having first successfully completed it.* 
Pringle‘ standardized the technic in 1916. Gordon- 
Taylor*’? in England and Coley,* Pack,® Ariel,'® 
Leighton" and many others in this country have 
had extensive experience with the procedure in the 
last twenty years. As Sugarbaker" pointed out in 
1945, during the first forty years that the operation 
was performed, more than half the patients did 
not survive the operation, but from 1935 to 1945 
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the operative mortality was reduced from 56 per 
cent to 28 per cent. Since 1942 numerous au- 
thors*: !®. 3 have presented series without surgical 
mortality. The 18 cases in this series were all per- 
formed by one of us (G. W. T.) without a surgical 
death. 


INDICATIONS 

In general, this operation is indicated in the at- 
tempt to cure extensive malignant or benign tumors 
that cannot be removed adequately without sacri- 
ficing the vascular, nervous or skeletal structures 
on which the vitality or functional utility of the 
extremity depends. Several of the cases in the 
present series showed recurrent malignant tumors 
after attempted cure by less radical procedures. 

The following indications seem to be acceptable: 

Primary malignant bone tumors of the upper 
femur and innominate bone with the exception 
of Ewing’s tumor, primary reticulum-cell sarcoma 
and myeloma. 

Extensive primary malignant tumors of the 
soft tissues of these areas. 

Massive benign tumors not totally resectable 
by less radical measures. 

Exceptionally, as a palliative procedure, even 
in spite of remote metastases, for ulcerating 
fungating primary or metastatic tumors. 

Exceptionally, in treatment of unusual chronic 
bone infections refra other forms of ther- 


ctory to 
apy. 
_It need hardly be emphasized that an accurate 


diagnosis of the specific type of primary tumor 
should be obtained before the operation is con- 
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sidered. When a pathological diagnosis derived 
from a biopsy or prior attempt at resection is re- 
ported as “undifferentiated sarcoma” or similar 
classification, the operation had best be withheld 
until further attempts are made to classify the 
tumor. It seems unwise to attempt cure of mycloma, 


Ficure 1. Position of the Patient on the Table, and Line of the 
Anterior Incision. 


Ewing’s tumor and possibly reticulum-cell sarcoma 
by hindquarter amputation. 

The best results from the procedure have been 
attained in cases of massive primary or recurrent 
osteochondroma and chondrosarcoma. Frequently, 
after removal of an osteochondroma by wide ex- 
cision, a recurrence possessing all the clinical 
characteristics of 2 malignant tumor takes place. 
Repeated pathological sections through a biopsy 
specimen may still fail to reveal areas characteristic 
of chondrosarcoma. It is in this situation that the 
roentgenologist may be of more assistance in diag- 
nosis than the pathologist. 

At present, there is some difference of opinion 
about whether primary osteogenic sarcoma of the 
innominate bone or upper femur should be treated 
by hindquarter amputation. The results accumu- 
lated to date indicate that pulmonary metastases 
occur so rapidly that nothing is to be gained by so 
radical a procedure. Thus, Coley* now seldom ad- 
vises it for osteogenic sarcoma, all 3 of his original 
patients having died, the longest survival being 
five months. Until such time as a more effective 
form of treatment is available, we are loath to with- 
hold the procedure categorically despite the slim 
margin of hope for these patients. It may be pos- 
sible to salvage more of this ‘group ‘of cases by 
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hemipelvectomy performed as soon as the diag- 
nosis is established. 

For primary malignant tumors of the upper femur," 
Ravitch" was the first to propose hindquarter am- 
putation rather than hip-joint disarticulation. Fur- 
thermore, he'® successfully treated by hemipelvec- 
tomy 2 children, 1 a thirteen-day-old infant with 
massive hemolymphangiomas cf this region. 
in a discussion of Leighton’s" paper, stated his 
belicf that no other procedure gives as much chance 
of cure when malignant melanoma involves the 
inguinal lymph nodes. We do not agree with this 


opinion, however, and consider radical groin dis- 


PREOPERATIVE PREPARATION 


The most important preoperative aspect is the 
psychic preparation of the patient for a mutilating 
procedure. It is probable that before operation no 
patient can fully comprehend the loss of structure 
and function entailed by hindquarter amputation. 
The preparatory explanations should be gently 
made, with the emphasis placed on prospect for 
cure, relief of pain and, when it exists, removal of 
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Ficure 2. Second ~y 4 in the Operation, Showing the Inguinal 
Ligament Freed, the Deep “| astric Vessels Divided, and 
Spermatic Cor Retracted Medially. 
section preferable and equally effective in this 
situation. 
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a large mass. More important, the probabilities 
of the rehabilitation and use of a prosthesis should 
be particularly stressed. 

Blood-volume studies are an aid, and special at- 
tention should be paid to the correction of preopera- 
tive anemia and hypoproteinemia. Bowel preparation 
by enemas and antibiotics is important because 
of the later danger of wound soilage and abdominal 
distention. The use of sulfonamides as well as 
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streptomycin for this purpose has been instituted 
in this series, but the use of chlortetracycline has 
been abandoned because of several episodes of 
ulceration of the lower colon and hemorrhage in 
other surgical cases. Constipating diets and pare- 
goric are not used, and it has not been found neces- 
sary to catheterize ureters for identification. Vagi- 
nal douching is indicated, and, for surgical prophy- 
laxis, penicillin may be given twenty-four hours 
preoperatively. It is important to have available 
several pints of compatible blood. 


ANESTHESIA 


Nitrous oxide, oxygen and ether inhalation 
anesthesia with Pentothal induction is probably 
the safest of current methods. In the last 3 cases 
of this series, hypotensive anesthesia was used 
with dramatic and gratifying reduction in bleed- 
ing, and it is cautiously advocated for this pro- 
cedure when experience with it has been well estab- 
lished. We do not advocate spinal anesthesia in 
amputations or when unusual blood loss may be 
expected. 
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TECHNIC 


In general, the technic is that of Sir Hogarth 
Pringle, with modifications. After induction of 
anesthesia, the patient is placed on the table in the 
supine position with a padded sandbag placed in 
such a manner, beneath the lumbar and upper 
sacral regions, that the patient is partially rotated 
to the unaffected side and yet the entire buttock is 
exposed. It is essential that the affected side be 
flush with the edge of the operating table. In this 
position it has been found unnecessary to have the 
limb held by an assistant or to move the patient 


The symphysis pubis is divided with an osteotome. 


or the affected side at all until the posterior phase 
of the procedure is begun. Then the thigh is acutely 
flexed and adducted, but the patient is never 
rolled vigorously to the opposite side. A 

(No. 18) needle is inserted in the antecubital 
vein of the arm opposite the operated side, and the 
arm is then secured at the patient’s side or to the 
ether screen in a manner to avoid a possible paralysis 
of the brachial muscle. A Foley catheter is placed 
in the bladder. A temporary silk pursestring suture 
is placed in the anocutaneous margin and tied to 
prevent fecal soiling. The scrotum is secured to the 
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opposite anterior thigh under gentle tension by a 
silk suture. 

The entire extremity to midthigh is wrapped in 
sterile sheeting, and the field prepared with deter- 
gent soap, ether and an antiseptic solution. The 
field is draped to expose the entire buttock, lower 
and lateral parts of the abdomen and hip region to 
the crest of the ilium. 

The incision is made from the symphysis pubis 
slightly above and parallel to the inguinal ligament 


Ficure 5. Division of the Psoas Muscle. 


up to the anterior superior iliac spine (Fig. 1) and 
thence laterally for a few inches along the iliac crest. 

The incision is deepened, and the inguinal liga- 
ment is cleaned and divided at its bony attachment, 
medial and lateral. The inferior deep epigastric 
vessels are ligated and severed (Fig. 2). The inguinal 
canal is opened; the structures of the spermatic 
cord are reflected medially and protected. The 
insertion of the rectus abdominis muscle is severed 
at the pubis, the peritoneum is swept off the pelvis 
and retracted medially, and the prevesical space is 
opened. The bladder is depressed and held medially. 
The ureter is identified as the common iliac vessels 
are divested of peritoneum, and with the ureter, 
the abdominal viscera are retracted medially, well 
protected with laparotomy pads (Fig. 3). 

The common iliac artery is carefully cleaned, 
and a temporary ligature of umbilical-cord tape is 
tied over a 2.0-cm. length of soft-rubber tubing to 
protect the vessel from damage due to constriction. 
It is believed that this method prevents inadver- 
tent tearing of the vessel, which might occur if a 
serrafine or other temporary artery clamp were 
used. The external iliac artery is doubly ligated 
with heavy silk or eg and divided. The ex- 
ternal iliac vein may be similarly ligated and 
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divided at this point. Believing that vascular dis- 
semination of tumor cells is a distinct possibility, 
Ariel and Hark’® do not advocate elevating the 
tremity to recover for the circulating blood volume 
the blood that is trapped in the limb. 

The symphysis pubis is divided by scalpel and 
wide osteotome (Fig. 4). If troublesome hemorrhage 
occurs from the region of the ischiocavernosus 
muscle in the male and the constrictor vaginae 
muscle in the female, it may be controlled by tem- 
porary packing. 

After division of the external iliac vessels, a finger 
can lift the belly of the psoas muscle, which is then 
transected at a high level (Fig. 5). The proximal 
stump is retracted medially with the common iliac 
and hypogastric vessels, exposing the anterior liga- 
ments of the sacroiliac joint. ‘The abdominal and 
quadratus lumborum muscles are then freed from 
the iliac crest. The line of the sacroiliac joint is 
then sought and divided with a broad sharp osteo- 


Ficure 6. Demonstration of Muscles Freed from the Iliac Creston, 
The sacroiliac joint is identified and divided with an osteotome. 


tome from above downward and from before back- 
ward (Fig. 6). This joint surface is roughly in a 
parasagittal plane, inclined slightly toward the mid- 
line caudally. Although the joint is not always 
easy to enter, amputation through it is easier and 
less bloody than a saw cut adjacent to it, or through 
the neck of the ilium. 

Once the joint has been pried open with the 
osteotome, a few knife cuts through the ligaments 
permit the innominate bone to roll ae oa giving 
access to the deep pelvic muscles, the 
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these structures can then be divided under direct 
vision (Fig. 7). 

The wound is packed with gauze, and the thigh 
is sharply flexed and adducted, without the neces- 
sity of rolling the patient on the table. This gives 
access to the buttock, and one completes the skin 
incision by carrying it downward from the region 
of the anterior superior iliac spine past the tro- 


chanter to the gluteal fold, then medially to the 
fold between the thigh and perineum, and upward 
to the suprapubic region (Fig. 8). The large flap 
of skin and fat from the buttock is freed from the 
gluteal muscle and retracted backward and upward. 
The gluteal muscle is then divided overlying the 
sacroiliac joint, and the remaining posterior liga- 
ments of the joint are divided, thus completing 
which is removed from 
the ta 


return to the posterior skin flap. If the patient 
has been given a hypotensive drug, at this point, 
it is well for the anesthetist to administer a vaso- 
constricting agent such as norepinephrine to elevate 
the blood pressure. Additional bleeders usually ap- 
pear, and it is wise to wait an additional five or ten 
minutes after stabilization of the blood pressure 
before continuing. 
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The wound is closed in two layers; redundant 
skin flaps may require revision. In about half the 
cases in this series, no drains were used in the wound. 
Instead, aspiration under sterile technic was per- 
formed when indicated in the postoperative period. 
We deplore the use of numerous drains, which many 
authors recommend. It is believed that meticulous 
attention to hemostasis before the wound is closed 
renders unlikely the large accumulation of fluid. 
Any fluid that has accumulated is usually absorbed, 
but may be aspirated if it is excessive. The danger 
of contaminating the wound is thereby diminished. 

Finally, a bulky dressing is applied with elastic 
adhesive tape. 

PosToPERATIVE CARE 

A hemoglobin determination, which is carried 
out a day or two after operation, may indicate the 
desirability of additional blood transfusions. 


Levin-tube and Wangensteen suction are usually 
essential to prevent postoperative distention. A 


Ficure 8. Completion of the Skin Incision with the Thigh Flexed 
Adducted 


rectal tube is used intermittently and is of help. 
The Foley catheter, with irrigations or tidal drain- 
age, remains in place for about a week and is re- 
sumed if residual urine volume is persistently more 
than 100 cc. Diet is given as tolerated after the 
Levin tube has been removed. These patients can 
usually stand beside the bed by the second day, 
and crutch walking can be started during the first 
week postoperatively without excessive discomfort. 
Pain is usually controlled by barbiturates, which 
are used whenever possible instead of narcotics. 


967 
PERE Wa 
a Wes 
\ \ ~ 
\ 
\ / ‘3 
Ficure 7. Division of the Deep Pelvic Muscles and Nerve Trunks. t 
The specimen has rolled outward after division of the sacroiliac 
joint, exposing these structures. 
/ 
4, 
“// 
The wound is inspected for bleeding, and the 
temporary ligature around the common iliac artery 
is removed, permitting collateral blood flow to 


CoMPLICATIONS 


The commonest complications are minor wound 
sepsis and separation cr slough of the wound edges. 
It is believed that preservation of the internal 
iliac artery permits a more satisfactory collateral 
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The most serious complication encountered is 
phantom-limb pain, which is, fortunately, seldom’ 
of significant severity and usually abates after a 
few months. One of the patients in this series has 
suffered so severely that multiple neurosurgical 


Taste 1. Results of Hindquarter Amputation in 18 Cases. 


Patient Sex Ace Pagvious Paocepures Date or Lesion Dura- Comprications Resutt 
TION TION OF 
Post- 
OPERA- 
TIVE 
Hos- 
PITAL 
Stay 
P. Z. M 7 mputation sarcoma 5 None Patient died of 
metastases 
17 Hipa 4 mo. pre- 11/15 1 
erat 
F. R. M 28 2 biopsies ~ 7 of $3 Epididymitis Patient living & well 6 
innominate bone yr. mo. after 
opera 
D. F. 47 X-ray treatment & biopsies 4 20 Mild phantom Patient living & well 
innominate bone pain mo. after 
D.McS. M_ Arthrop toe uberculosis 6 Squamous-cell Postoperative Patient died of recur- 
& sinus B-ray treat- rence 11 mo. after 
metastases og operation 
K. B. $3 Biopsy & x-ray treatment 9/10/48 ma of 15 None living & well 
pubis 2 
J. A.C. M $1 ae 11/29/48 rcoma of 22 Serum accumu- Patient died of 
innominate bone la rence 11 mo. 
operation 
MON. M 21 High thigh amputation 5/6/49 Periostea! fibro- — None Patient died of metas- 
sarcoma of femur ll after 
operation 
L. M. M 49 Biopsy 3/17/50 of 14 Wound sinus Patient living & well 2 
innominate bone from forcign = & Sam after 
body; phan- operation 
tom 
A. J. M 18 — 5 Cragapeate None Patient died of metas- 
of femur 7 mo. after 
operation 
G. B. F 23 a S/1S/S1 Newrofibrosarcoma Hematoma Patient died of metas- 
of thigh tases mo. after 
operation 
N. J. M Loca! excision 4 mo. pre- 10/8/51 = Fibro Hematoma Patient died of metas- 
y tases 9 mo. after 
operation 
F. G. F Local excision 1 mo. pre- 3/10/52 Fibrosarcoma of 21 Hematoma & Patient died of recur- 
viously thigh infection rence 6 mo. opera- 
M. S. a 7 2 21 Modera Pa living & well 13 
U. F. F 41 Excision 4 yr. 10/15/52 Fibrosa of 21 Uri i Patient living & well 10 
yr. previously /15/5 sarcoma ng 
operation re- 
quired. 
D. B. M 41 Excision 1 previous! 2 3 of 63 Persi Patient living & well 6 
H.N. M 40 Excision 1% yr. previously 3/14/53 — Fibrosarcoma of 12 None Patient living & well 5 
i mo. after operation 
Cc.R. F 35 Prosthetic arthroplasty 3/17/53 rcoma of 18 None Patient living & well 5 
innominate bone mo, after operation 
A. F. M 4 Biopsy 6/13/53 Chondrosarcoma of 13 None Patient living & well 2 
innominate bone mo, after operation 


blood supply to the posterior skin flap. Skin graft- 
ing is occasionally necessary. 

Various degrees of wound infection are common, 
and it is probably wise to administer penicillin and 
streptomycin for a week or more after operation. 
Persistent draining sinuses are an infrequent com- 
plication; in 1 of these cases a sinus continued to 
drain until a heavy ligature (nonabsorbable) had 
been removed from the external iliac artery. 


oe have been attempted, including chor- 
tomy. 

Mild disturbances of bladder and rectal function 
wereencountered in a fewcases, usually clearing spon- 
tancously i in a short while. In1 patient a sling opera- 
tion was necessary to restore urinary continence. 


REHABILITATION 


It is the duty of any surgeon performing an am- 
putation to see that every possible effort is made to 
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encourage ambulation or to restore as much func- 
tion as possible. In the last four years successful 
prosthetic appliances have been described by Cooper 
and Taylor,'* Brittain,'’? Coley, Higinbotham and 
Romieu® and others.'* Four patients in this series 
have been able to use a prosthesis, with or without 
the aid of crutches. Thirty-nine ‘per cent of the 
patients of Coley and Higinbotham’® have used or 
are using an artificial limb. The success described by 
these authors attests to the fact that many of these 
patients can become ambulatory, and, as expected, 
younger patients usually show the greatest success. 


REsuLTs 


In 18 patients operated on since 1940 (Table 1) 
there were no operative deaths. Ten had chondro- 
sarcoma of the innominate bone or upper femur. 
Eight of these have survived; one is living and well 
six years after operation. There are 3 five-year 
survivors. 

One patient died eleven months after an opera- 
tion for squamous-cell carcinoma in a chronically 
draining sinus tract from a tuberculous hip. Another 
patient survived for eleven months with a chondro- 
sarcoma that at operation was found adjacent to the 
line of excision at the sacrum and subsequently re- 
curred. The only patient with osteogenic sarcoma 
survived for seven months. As is generally encoun- 
tered, the best prognosis exists in cases of chondro- 
sarcoma. 

This operation is viewed with skepticism and 
as a form of surgical exhibitionism by a large part 
of the medical profession. Indeed, one of us was 
recently informed by a senior medical student that 
there was never any excuse for perpetrating such 
a mutilation on human subjects. To those, however, 
who have witnessed the clinical course of patients 
with chondrosarcoma of the hip region, with a foul, 
fungating tumor progressing to ultimate metastasis 
and death, it is evident that no other form of therapy 
will suffice to cure. Indeed, for malignant lesions 
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of the upper femur hemipelvectomy is more likely 
to be successful than hip-joint disarticulation.*®. 


SUMMARY 


Eighteen cases of hindquarter amputation are 
added to previously published series numbering 
now more than 220 cases. Proof of the remarkable 
reduction in mortality is given. The technic and 
management found successful in this series are 
described. The successful rehabilitation of these 
patients should help to overcome the skepticism 
and distaste with which certain members of the 
medical profession now view this operation. 
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THE USE OF RADIOACTIVE IODINE IN THE DETECTION OF THYROID 


DYSFUNCTION* 


Captain W. W. Drummy, Jr., USAF (M.C.)f 


HE increasing use of radioiodine for the evalu- 
ation of thyroid function’* prompts the 
recording of the experience gained with a relatively 
simple method in 2000 patients. Although a number 
of procedures using radioactive iodine and measur- 
ing different parameters of thyroid function have 
been described, none of these are free from error or 
absolutely reliable. The method employed in this 
study has been widely used and involves measure- 


ment of accumulation in the thyroid region in the 
twenty-four-hour period after the oral administra- 
tion of a known amount of radioiodine. The routine 
application of this technic over a four-year period 
has led to a better understanding of the diagnostic 
value and reliability of the test, as well as of the 
factors that may limit its usefulness. 


METHOD 

The equipment used throughout this study has 
been described previously.*.§ A Sylvania (GG-306) 
Geiger-Miiller tube was shielded by a lead and 
brass cone and supported by a converted x-ray 
stand. Soft, scattered secondary radiation was 
reduced, and positive errors minimized by the brass 
wall of the Geiger tube in conjunction with a thin 
aluminum plate at the open end of the shield. Both 
the radioactive tracer dose to be administered to 


the patient and that which subsequently accumu- 
lated in the thyroid region were measured at 40 cm. 
from the Geiger tube by centering a 50-cc. beaker 
containing the 50-70 microcurie dose or the neck 
of the patient against the wire guard fixed at 
15 cm. from the open end of the shield. The dose 
of radioiodine was measured just before it was 
given by mouth, and twenty-four hours later, the 
gamma-ray activity in the region of the thyroid gland 
was determined and expressed as a percentage of 
the administered dose. Appropriate corrections 
were made for physical decay and background 
activity in the room, but that from the patient’s 
body was reduced by the heavy shielding to less 
than 2 per cent of the tracer-dose radioactivity and 
was disregarded. 


REsULTs 


To evaluate the reliability of the test, it was 
essential to exclude all patients in whom a final 
diagnosis could not be made with certainty. The 
records of over 1000 patients examined by members 
of this department in the last three and a half years 
were therefore carefully reviewed. In 593 of these 
the state of thyroid function could be established 
by criteria other than the radioiodine study. Thirty 
patients had spontaneous myxedema, 70 were con- 
sidered to be hyperthyroid, and the remaining 493 
were euthyroid. 

Figure 1 shows, by the solid blackened area, the 
results in the entire group of 593 patients, plotted 
as the number of patients (on the ordinate) at each 
3 percentile range of iodine uptake (on the abscissa), 
and it is apparent that three populations are indis- 
tinctly defined. There was a wide variation in the 
results encountered in the 493 euthyroid patients, 
because they comprised all tests, including those 
known to be in error because of interfering factors,» 
such as medication with iodine. The values in the 
30 patients with myxedema (described by the 
dotted columns at the lower left of the figure) and 
in the 70 hyperthyroid patients (similarly described 
by the lightly dotted columns at the lower right) 
were more uniform. To delineate more exactly the 
range of radioiodine uptake in normal thyroid func- 
tion, results obtained in euthyroid patients who did 
not have goiter and who had not received iodine, 
thyroid medication or antithyroid drugs before study 
were tabulated and are described by the smaller 
central curve in the figure. 

The radioiodine uptake in all 30 patients with 
myxedema was less than 16 per cent, and was 
usually less than 5 per cent, of the amount admin- 
istered. Although thyroid avidity for iodine was 
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more variable in thyrotoxic patients, no values of 
less than 48 per cent were found in this group, and 
96 per cent of the patients showed accumulations of 
more than half the radioiodine administered. 

The values observed in the 221 euthyroid patients 
whose selection was previously described ranged 
from 11 to 59 per cent accumulation in twenty-four 
hours. Ninety-three per cent of these patients had 
more than 15 per cent but less than 50 per cent 
uptake of radioiodine. 

If the findings in this selected group of euthyroid 
patients are representative of the values to be 
expected in normal thyroid function, the discrim- 
ination between normal and abnormal thyreid func- 
tion provided by this procedure, when interfering 
agents are excluded, is illustrated in the three lower 
curves in the figure, and supports the use of the 


Ficune 2. Individual Values of the Radioiodine An eng Fu 
’ Goiter and 18 of Multi Gouter 
igh Values Sometimes Found in Nontoxic 
the First Month, Values Being Normal 


An abnormally high radioiodine uptake ma 
found in nontoxic goiter. This survey inclu 


euthyroid persons with thyroid glands 
than one and a half times the normal size 


not received medication known to interfere with 
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radioiodine uptake. Eighteen of these goiters were 
considered to be multinodular, and 38 were diffusely 
enlarged. Figure 2 records the individual uptakes 
in these cases grouped according to the type of 
goiter. The greater range of values in the diffuse 
type is apparent: 11 of the diffuse goiters accumu- 
lated more than 50 per cent of the radioiodine, 
whereas only 1 of the multinodular goiters exhibited 
an abnormally great avidity for iodine. There was 
no correlation between radioiodine uptake and 
duration of goiter, but there appeared to be some 
relation between size of goiter and radioiodine uptake 
since only 1 goiter with an uptake greater than 
50 per cent was of less than twice the normal size 


INFLUENCE oF AnTiTHYROID Drucs 

Drugs that inhibit organic binding of iodine® in 
the thyroid gland act to depress iodine uptake, but 
for a time after effective doses of these agents have 
been discontinued the uptake of radioiodine is 
increased, apparently owing to several factors, 
including an increased production of thyrotropin by 
the pituitary gland’ and perhaps a depletion of the 
thyroid iodine.*. * Radioiodine uptake studies were 
available in 21 euthyroid patients who had been 
given 150 mg. or more of propylthiouracil daily for 
a month or longer because of an erroneous diagnosis 
of thyrotoxicosis, the medication having been discon- 


Suppression of Radioiodine Uptake for M 


by Thyroid with 


tinued one day to six months before the uptake 
study. Thyroid accumulation of more than half 
the radioiodine administered was found twenty-four 
to forty-eight hours after the drug had been dis- 
continued (Fig. 2); the affinity for iodine remained 
abnormally high for at least a week and often for 
as long as a month. All measurements made two 
months after discontinuance of the drug were within 
the normal range. 


RADIOACTIVE IODINE — DRUMMY 
oo 
UPTAKE 
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Thereafter. 
method as an adjunct in the diagnosis of thyroid 
dysfunction. Detailed examination and questioning 
of the patient often indicate tests that are influenced ° ote Sle 
by one or more of the interfering factors mentioned, 
and information concerning the effects of these wiley 
factors frequently allows interpretation of the 
results even in these cases. 

Examination of the records of the 272 euthyroid ( aa 
patients who either had goiter or had received some Discontin- 
interfering medication before study revealed that 
information in 206 cases was adequate to enable an 
analysis of the effects of these factors on the radio- 
iodine uptake. 

INFLUENCE OF GOITER 
56 
who had 
the 
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ACUTE HEMOLYTIC ANEMIA ASSOCIATED WITH INFECTIOUS MONONUCLEOSIS* 
Ben D. Haut, M.D.,t anp Capratn Francis C. Arcner, M.C., U.S.A.f 


HE absence of anemia in infectious mononu- 
cleosis is generally accepted. Indeed, this fact 
is useful as an aid in the differential diagnosis of 
infectious mononucleosis and leukemia. Bernstein! 
has stated that anemia of any appreciable degree 
does not appear in infectious mononucleosis unless 
associated with some complicating factor such as 
hemorrhage or dietary deficiency. In a study of 
300 cases of infectious mononucleosis, Read and 
Helwig? found only 6 cases with concomitant anemia; 
of these, 3 were associated with a rapidly develop- 
ing leukopenia and thrombocytopenia, the anemia 
being a part of this pancytopenia. 
The occurrence of acute hemolytic anemia in 
association with infectious mononucleosis has rarely 


A Navy enlisted man was admitted to the 
on April 11, 1953. He had been in his usual good 
11 days previously, when, while at sea, he noted 


3 
3. 


2 


HE 
F 


£ 
bai 


~ 


and slow transfusion of of 
ce. nega 
whole blood. 


generalized pruritus. On 16 intramuscular 
cortisone were started. The patient received 100 mg. daily 
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of by thyroid gland. 1:36-48, 1952. 
America 38:1305-1321, 1951. 
HONOLULU, HAWAII 
margin and was tender. spleen was 
u ie uadrant and was tender. Small, di ¢, 
with of ce, ond of om. per ce., 
and a white-cell count of 19,100, with 45 per ecnt ——— 
19 per cent normal and 31 per cent atypical lymphocyte 
been reported. It is the purpose of this paper to 
describe such a case, to review 7 others reported in 
the literature and to comment on possible causes. 
Case Report 
a a “tired, ru n feeling,” accom = 24-hour quantitative urine urobilinogen test revealed 2 Ehrlich 
generalized a and arthralgia. "This was followed by nausea Units per 24 hours. The indirect van den py reaction was 
and vomiting, which he attributed to motion sickness. Without 1-6 mg., and the thymol turbidity 12.5 units per 100 cc. Brom- 
abatement of these complaints, increasing syne, ease of Sulfalein retention was ee | ep cephalin flocculation was 
fatigue, generalized “a frontal headache and a dull, ++++ in 48 hours. Several eens evens no growth. 
aching pain in the right upper quadrant developed. Three days A sternal-bone-marrow aspiration demonstrated an erythroid 
before admission the urine became dark red. ‘The color of the hyperplasia and the presence of many atypical lymphocytes 
feces was not noticed. Scleral icterus and generalized pallor It was impossible to type and crose-match the pa be’ 
were observed by his physician, and he was therefore trane- Extreme autoagglutination was noted in any tset. tube con 
ferred to the hospital with a diagnosis of infectious hepatitis. taining freshly drawn venous blood. ae Sees Se 
The past medical history was not significant. Detailed interro- a8 
gation did not reveal a history of exposure to noxious chemical *sglutinated by se phy aes a 
ne alg any drug been given orally or parenterally. activity was done. was no evidence of a ' reins of 
re was 20 history of blood or plasma transfusions injections isohemolysins. Because of limited immunologic elieing, 0 
or contact with any known contagious disease. The family titration of agglutinin activity at various temperatures was Cane, 
history was not pertinent except that a sister was being treated fF was investigation for incomplete agglutinin 
for an:“‘anemia” of unknown ty pe and severity. 
*From the Tripler Army Hospital. 
tFormerly, chief, General Medical Section, Medical Service, Tripler 
Army Hospital. 
tAssistant resident, Medical Service, Tripler Army Hospital. 


until April 22, when the dosage was reduced to 75 daily, 
continued at that level until May 7, by 

mouth was substituted in gradu diminishing dosage for 

3 days and then discontinued. A was given sim 

during the last several days of therapy. 

Within e im 
n complaints were minimal, and 

tho re edema ws was 
and 
“the [i to normal. On May 


a — Coombs test was negative, and there was no qualitative 
evi la 

matching urcs. 

gressive rise in the abe count, 

with a maximal reticulocyte count of 19. oer coms on Agel 21. 

By Ney 5 the red-cell count was 4,610,000, with a in of 

125 gm. per 100 cc. and hematocrit of 42 per cont, ond 

had disappeared. There was a gradual decrease in 

ig ll, the count subsequently 

were noted in diminish- 

noted. The 


4, on May 16 and negative on une 1. A 
titer was + in :64 dilution on ind 
cating no rise in titer. PE 
doing fll miliary duty and has no complains, and all 
examinations remain negative. 


Discussion 


In 1940 Dameshek and Schwartz* reviewed the 
hemolytic anemias and cited no cases associated 
with infectious mononucleosis. Current textbooks 
of medicine and hematology pay little attention to 
such an association. In 1943 Dameshek‘ reported a 
case of acute hemolytic anemia occurring in a 
patient with infectious mononucleosis who had 
received sulfadiazine. The presence of isohemag- 
glutinins and autohemagglutinins active in cold and 
in room temperatures was demonstrated. Since that 
time several single case reports have appeared. 

Appelman and Morrison,* Small and 
Wilson et al.’ and Huntington® reported single cases 
in which the Davidsohn differential absorption titers 
were diagnostic of infectious mononucleosis and in 
which no mention was made of the presence of 
isohemagglutinins or autohemagglutinins or hemoly- 
sins in the serum. Berté® described a case with 
diagnostic heterophil-antibody agglutination in which 
autohemolysins active at room temperatures were 
found in the patient’s serum; no titer of activity 
was obtained, however. Ellis et al.'® reported a 
carefully studied patient who had an illness re- 
sembling infectious mononucleosis and who demon- 
strated the typical morphologic changes in the 
white blood cells and an unabsorbed heterophil- 
antibody agglutination of 1:1024. The patient was 
found to have autohemagglutinins present in a 
dilution of 1:256 at 4-6°C., 10°C., 20°C. and 37°C. 
Hemolysis occurred after chilling and subsequent 
rewarming, but no hemolysis took place at 4 to 6°C. 
This hemolysis was found to require the presence of 
a thermolabile factor in the serum. There was no 
clinical evidence of syphilis. 

The causes of acute acquired hemolytic anemia 
in association with infectious mononucleosis are not 
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known but provide interesting speculation. Having 
eliminated such factors as chemical and physical 
agents, animal venoms, vegetable poisons, normal 
isoagglutinins encountered in mismatched blood 
transfusions (including the Rh group of agglutino- 
genic factors) and demonstrable micro-organisms, 
one is left with several possibilities: direct action of 
some virus; development of hemolytic immune 
bodies; and hypersplenism. 
Direct Action of Some Viruses 

Although the cause of infectious mononucleosis 
is not known, it is generally thought to be due to a 
virus as yet unidentified. Viruses are characterized 
by their predisposition to enter the cells of the 
host, and many viruses have the property of becom- 
ing adsorbed tored blood cells. This virus-erythrocyte 
interaction is based on the phenomenon of viral 
hemagglutination. This subject has been recently 
discussed by Moolten and his associates." The 
reaction is thought to involve the union of virus 
material with active areas or “receptors” on the 
red blood cells that have a selective affinity for 
certain viruses or groups of viruses. Such a 
union causes autohemagglutination and occasionally 
hemolysis. This mechanism has never been demon- 
strated in infectious mononucleosis, but it has 
been demonstrated in vitro in such viral diseases 
as mumps, influenza, Japanese B and St. Louis 
encephalitis and Newcastle disease. 

Moolten and Clark,” referring to the work of 
Bernkopf, state that “in general, relatively high con- 
centrations of virus are required to bring about 
hemagglutination in vitro, compared with the 
amount required to transmit or produce infection.” 
evidence that viruses may be factors 

the production of hemolytic anemia without 
quakes of other associated diseases. They believe 
that viruses may be etiologic factors in hemolytic 
anemias previously considered to be of unknown 
origin. It is possible that the virus of infectious 
mononucleosis has such an agglutinogenic property, 
which has never been demonstrated, however. It 
seems logical that if such a property were present 
the incidence of associated hemolytic anemia would 
be much higher than previous reports indicate. 


Development of Hemolytic Immune Bodies 
The exact role of agglutinins and hemolysins in 
acquired hemolytic anemia is as yet unknown. That 
some immunologic mechanism is present in many 
cases is now recognized. Casés in which an auto- 
antibody can be demonstrated have been classified 
as autoimmune hemolytic disease.“ Both auto- 
agglutinins and autohemolysins have been found 
in cases of acquired anemia. Agglutinins 
themselves do not cause hemolysis, but it is well 
to hemolysis and destruction from a variety of 
factors within the body. Hemolysins with comple- 
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ment can cause destruction of red cells directly and 
in the absence of any of these factors. In 1938 
Dameshek and Schwartz" demonstrated hemolysins 
in 2 of 3 cases of acute hemolytic anemia, although 
Chauffard and Trosier'® and others had demon- 
strated such antibodies as early as 1908. 

With recent refinements in immunologic technics 
other types of immune bodies have been described. 
By means of the Coombs test certain red-cell-coating 
antibodies have been demonstrated. By a special 
technic utilizing trypsinized red blood cells Wright 
et al.'* were able to demonstrate the presence of 
incomplete (“blocking” or “monovalent’”’) antibodies 
in 43 of 48 cases of acquired hemolytic anemia from 
a variety of causes. One case of infectious mono- 
nucleosis was included. Although the clinical sig- 
nificance of these antibodies is as yet unknown, 
Wright and his associates'* believe that they may 
be primarily associated with the hemolytic process. 
The exact role of other agglutinins in bringing 
about hemolysis is even more unsettled, particularly 
in infectious mononucleosis. 

That some cold agglutinin mechanism may be 
active in infectious mononucleosis is suggested by 
Belk,?” who, in studying a case of convalescent 
infectious mononucleosis, found in the serum not 
only heterophil-antibody agglutinins and hemolysins 
against sheep, horse, rabbit and pig cells but also 
autoagglutinins that were active below 10°C. but 
not at 37°C. He suggested that a nonspecific 
stimulus in this disease might result in a widespread 
production of antibody.'’ The ability of some 
people to produce a wide variety of antibodies in 
response to a single or unknown stress has also been 
reported by Rosenthal, Komninos and Dameshek."* 
The phenomenon of hemagglutination and hemolysis 
due to certain cold agglutinins active only at 
reduced temperature probably has little bearing 
on the mechanism of hemolysis associated with 
infectious mononucleosis. In the case described 
above and in those previously reported in the litera- 
ture, the cold-agglutination titers were not diag- 
nostic when these tests were performed. The 
hemagglutinins in the cases of Ellis et al.'® and 
Dameshek‘ differed substantially from classic cold 
agglutinins in that agglutination was active not only 
in cold but also at room temperature and at 37°C.; 
the fact that the Donath-Landsteiner test was 
positive in the case presented by Ellis and his co- 
workers also suggests that an entirely different 
mechanism for hemolysis was present. 


Hypers plenism 

The concepts of hypersplenism advanced by 
Wright and his associates,"* Doan and Wright,'* 
Doan*® and Dameshek* must be considered seriously 
as a possible cause of hemolytic anemia in infectious 
mononucleosis. Once the opinion that hypersplenism 
can cause selective action on bone marrow and 
peripheral blood constituents, causing hemolytic 
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anemia, thrombocytopenia, or leukopenia or any 
combination thereof, has been accepted, it is not 
difficult to postulate that such a mechanism may 
act in infectious mononucleosis. The splenomegaly 
of infectious mononucleosis is well recognized; that 
this enlarged spleen may be the site of origin of the 
hypersplenic mechanisms might logically follow. 
Although there is no proof in this disease, further 
evidence is offered by the occasional occurrence of 
isolated idiopathic thrombocytopenic purpura dur- 
ing the course of infectious mononucleosis.2-** The 
pancytopenia in the 3 cases reported by Read and 
Helwig? is likewise consistent with the concept of 
hypersplenism, although the authors favored granu- 
lomatous infiltration of the bone marrow as the more 
likely cause. The favorable action of cortisone in 
the case reported above parallels that in cases of 
hemolytic anemias due to hypersplenism. 

The close interrelation between the develop- 
ment of autohemagglutinins in hemolytic anemia 
and the mechanisms of hypersplenism has been sug- 
gested by Wright et al.'* in their report of incomplete 
antibodies in 43 of 48 patients with hemolytic 
anemia. That the spleen was involved in the pro- 
duction of these incomplete antibodies was sug- 
gested by the observation that in a significant 
number of patients the antibody concentrations were 
higher in the splenic blood than in the peripheral 
blood. In 5 cases these antibodies were demon- 
strated only in the splenic residual blood and not 
in the peripheral blood. The spleen may also act 
to phagocytize and remove from the circulating 
blood the agglutinated or sensitized red cells. 


SuMMARY 


A case of acute hemolytic anemia occurring during 
the course of infectious mononucleosis is reported. 
Seven other cases presented in the literature are 
reviewed. A favorable therapeutic response to 
cortisone is described. The various etiologic mecha- 
nisms that may lead to hemolytic episodes in 
infectious mononucleosis are discussed. 
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MEDICAL PROGRESS 


DERMATOLOGIC THERAPY 
Joun G. Downine, M.D.* 


older the dermatologist, the fewer the drugs 
he uses, Dermatologic therapy is quite an art. 
The trained observer makes the correct diagnosis and 
fits the therapy to the various stages of the eruption 
and the attending complications. Despite the many 
new “wonder drugs,” well established methods of 
therapy are still needed. Although the necessary 
medicaments may be few, external therapy cannot 
be limited to tap water and vaseline, for the patient 
expects and should have relief and suitable therapy 
to shorten the course of his disease, even a self- 
limited one. There is still need for proper local 
therapy, and the literature fortunately has new or 
revamped therapeutic suggestions. 

There have been many attempts to improve the 
old sturdy calamine lotion. Goldstein' suggests the 
following lotion, which spreads easily and soothingly 
on dry and moist skin: 


tPormulated by the staff of the Massachusetts College of Pharmacy. 


This lotion is a smooth, adherent, soothing emulsion. 
When a desiccating action is not needed, the follow- 
ing lotion is a good antipruritic and astringent: 


Efforts are being made to replace greasy, messy 
ointment bases with neater ones. Hydrophilic oint- 
ment base (U.S.P.) is not the complete answer; 
Perrin and Halpern** believe that polysorb is a 
better dermatologic vehicle. It is a new hydrophilic 
absorption ointment base, consisting of sorbitan 
sesquioleate in a wax-petrolatum mixture, pH neu- 
tral, capable of absorbing eight to ten times its 
weight of water, easily and smoothly spread, and 
stable. It is a useful ointment base, with complete 
absence of skin irritation, compatibility with drugs 
and strong water absorption as its outstanding 
characteristics. Polysorb showed nonsensitizing prop- 
erties with combinations of frequently used derm- 
atologic drugs in skin studies in both animals and 
human beings. 

Further studies with diaparene chloride ointment 
have produced excellent results in a series of 107 
cases of ammonia dermatitis (diaper rash). Only 
8 cases failed to improve. Patch tests of 50 subjects 
yielded no evidence of sensitivity to the ointment.® 
I think it is a very useful therapy. The ointment, 
however, occasionally causes sensitivity; I have seen 
2 such cases recently. 

The perfect antipruritic agent is yet to be found. 
There are several reports** of experience with a 
new antipruritic agent. Quotane i is a new isoquinoline 
derivative incorporated in a bland ointment base or 
lotion. As might have been expected, these articles 
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Ile Moolten, S. E., Clark, E., Glaseer, B. F., Katz, E., and Miller, B. S. 
se of clinical 
refirence to 
and 
ro- 
991 to 
| 
BOSTON 
Camphor 12 gm. 
Menthol 0.6 gm. 
Alcohol 60 cc. 
Tween 20 90 gm. 
Lotion vehicle tomake 2400 cc. 
Calamine 80.00 gm. 
Zinc oxide 80.00 gm. 
Sodium carboxymethylcellulose — 
medium viscosity 20.00 gm. 
Diocty! sodium sulfosuccinate 0.65 gm. 
Glycerin 30.00 cc. 
Water 960.00 cc. 
to make about 1000.00 cc. 
For the past few years I have been using a similar 
lotion? : 
Zinc oxide 20.0 gm. 
Calamine 20.0 gm. 
Lotion vehicle to make 240.0 cc. 
The lotion vehicle has the following composition: 
Cetyl alcohol 15.0 cc. 
White wax 1.0 gm. 
Sodium laury! sulfate 5.0 gm. 
Glycerin 50.0 cc. 
Water to make 1000.0 cc. 
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were soon followed by a report of contact dermatitis 
from its use. There have been several similar re- 
actions. It is useful, however, in selected cases of 
anal and genital pruritus and the occasional chronic 
pruritic lichenified eruption. 

Hitch reports that a 10 per cent dilution of N- 
ethyl-o-crot ide in a vanishing-cream base is 
a valuable antipruritic, with a low index of irritation 
and sensitization. 

Periungual warts are very resistant to therapy. 
Frank*® removed 16 of 22 in one week by applying 
90 per cent trichloracetic acid to the verruca and 
occluding the area with an adhesive dressing. The 
treatment of verruca plantaris leaves much to be 
desired. Radiation therapy is often successful but 
must be used with great caution. Any new sugges- 
tion for therapy is therefore welcome. Branson and 
Rhea™ report 95 per cent relief of symptoms and 73 

cent absolute cures in a recent series of 48 pa- 
tients by the intracutaneous injection of plantar 
warts with 1 per cent novocain. Sixty patients with 
verrucae plantares were treated with a 30 per cent 
alcoholic solution of euphorbia resinfera, with com- 
plete disappearance of the warts in all but 2 patients 
after an observation period of four months."* I sug- 
gest caution in the use of this medication. More than 
100 species of euphorbia grow in the United States. 
The juice of each species is so acrid that it may cor- 
rode and ulcerate whenever applied. As long ago as 
1862 Van Hasselt reported gangrene from the juice of 

18 


In my experience a valuable local remedy for a 
dry scaly, seborrheic scalp is selenium sulfide sus- 
pension. To date no patient has had an untoward 
reaction, except that in young persons the lotion is 
apt to make the scalp too oily. Slepyan™ reported 
that in a series of 286 patients selenium disulfide sus- 
pension alone was capable of controlling seborrheic 
dermatitis of the scalp in 87 per cent of the cases. 
There was no sign of intoxication, sensitization or 
irritation over an eight-month period. 

Many local applications, preseasonal oral adminis- 
tration and injections of rhus antigen have been 
recommended as prophylactic measures against poi- 
son-ivy dermatitis. I have been disappointed in my 
results with these methods. Recently, zirconium 
salts have been used in the prevention and the treat- 
ment of Rhus toxicodendron dermatitis. Cronk” 
states that zirconium sulfate, acetate and lactate in 
vitro cause precipitation, but not inactivation, of 
urushiol. Hydrous zirconium oxide, zirconium hy- 
drate carbonate and sodium zirconium glycolate 
cause in vitro precipitation, and inactivation, of 
urushiol. Hydrous zirconium oxide and hydrous zir- 
conium oxide with tripelennamine hydrochloride will 
prevent the dermatitis when applied to urushiol- 
treated sensitive skin one hour after the application 
of poison-ivy extract. Hydrous zirconium oxide has 
definite antipruritic properties. No evidence of 
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toxicity was observed from the cutaneous 
of several zirconium compounds. — 


: Further studies of the activity of jewelweed and 


rial in the treatment of ivy dermatitis; it appears 
available and reported to have 
Gibson and to 


applied for the first fifteen minutes may help. 
Fortunately, previous failures do not discourage 

new investigations. Relatively rapid amelioration of 

probable shortened course of the 


Gibson and Maher** to conclude that the action of 
these substances in detoxifying poison-ivy extracts 
represents an oxidation of ivy toxins. This activity 
is demonstrable only under optimal conditions not 
to be anticipated in clinical poison-ivy dermatitis. 
Results obtained with jewelweed preparations do not 
bear out the claims previously reported for this mate- 
: stated that there is no suitable topical pro- 
phylactic substance for preventing poison-ivy der- 
matitis or for mitigating the eruption after contact 
has occurred. Ten per cent potassium permanganate 
of 3-n pentadecyl catechol in peanut oil. Although 
the duration of attacks seemed to be less than usual 
for 25 patients with severe poisoning, the most sig- 
nificant result of treatment, according to Keil,” of 
the Beth David Hospital in New York City, was the 
relief of intense itching, burning or smarting. The 
: medicament, a saturating analogue of the active 
principle of the ivy plant, is a synthetic crystalline 
substance that is stable in oil solution, can be quan- 
titatively administered and is easily handled. In- 
itially 0.2 cc. of a solution containing 0.0001 per 
cent 3-n pentadecyl catechol in peanut oil is injected. 
Usually, a second injection is given two days later. 
Besser and Urbach™ state that poison-ivy derma- 
titis may be prevented by desensitization of sus- 
ceptible persons with dried seeds of Rhus toxicoden- 
dron, the poison-ivy plant. Seeds are preferable to 
leaf preparations because of more uniform allergenic 
potency. These investigators have treated 155 pa- 
tients, all of whom had had poison-ivy eruptions or 
positive patch reactions to poison-ivy oleoresin. Chil- 
dren under nine years of age and weighing 45 to 75 
pounds received 1 mg. of the ground seed in a cap- 
sule (Rhu-Sem) containing glycyrrhizin to aid ab- 
sorption and lactose to add bulk. Children from nine 
to thirteen and weighing 75 to 100 pounds were 
given capsules containing 3 mg. of the seed; those 
weighing over 110 pounds and adults received 5 mg. 
The capsule was taken half an hour before break- 
fast. After approximately two weeks of oral prophy- 
laxis the patients were exposed to areas of heavy 
poison-ivy growth at summer camps. The seeds 
protected most sensitive persons. Any poison-ivy 
eruptions were less severe than those in previous 
attacks. Side reactions to the seed appeared slight. 


, cases of dermatitis of long dura- 
tion were treated by Fisher® by the oral hyposen- 
sitization method. Four patients were followed for 
five years. Clinical improvement was accompanied 
by reduction in the reaction of the patch test. Omis- 
sion of treatment in 1 case for a year was followed by 
an immunologic relapse, as indicated by the altered 
reaction to patch testing. Fourteen cases treated for 


by Thiolutin, a neutral substance with a high sulfur 
content, to which the formula Cl,H,;N;S;0, has 
tentatively been assigned. He had cures in 7 cases 
of Microsporum audouini, 2 of M. lanosum and | 
of Trichophyton sulfureum. 1 had no such good re- 
sults with this drug in similar cases; some scalps 
became markedly inflamed, without cure. 

Two reports stress the value of asterol dihydro- 
chloride in the treatment of superficial mycologic 
infections. One group* had satisfactory results in 
the treatment of 61 children with tinea capitis due 

to M. audouini, having a cure rate of 68.9 per cent. 
In 53 cases of Candida albicans 67.9 per cent were 
cured. Another group™ reported similar success in 
the treatment of dermatophytosis caused by 7. 
rubrum (purpureum). Appel,** however, failed to 
get such excellent results. It was said that failure was 
due to the use of a weaker mixture (2 per cent) of the 
drug. In another study 75 per cent of 132 patients 
with tinea capitis were cured with 5-chlorosalicyl- 
anilide.** 

Tar, applied locally, is still a useful drug in der- 
matology. The following formula is recommended in 
noninflamed, nonexcoriated pruritic areas of the 


skin**: 
Solution of coal tar 6 cc. 
Tincture of benzoin (plain) 12 cc. 
tomake 6 cc. 


It was found that a mixture of carbowax and sul- 
fur in high dilution inhibited the growth of C. (Mo- 
nilia) albicans. Its application to monilia infection 
of the skin, nails and vagina was suggested in view 
of the encouraging results obtained in 34 patients.*" 

Young™ reported that a 3.3 per cent solution of 
podophyllotoxin in 90 per cent alcohol had a marked 
fungicidal action on hairs infected with M. audouini 
and that it cured 64 per cent of cases of tinea capitis h 
so treated. Monash,” however, found that this 
concentration was not an effective fungicide for 
hairs infected with M. audouini when tested in vitro. 
Other workers®® stated that in 19 reported cases of 
scalp infections due to M. audouini treated with 0.2 
per cent podophyllin in carbowax, 2 cures were ob- 
served. An inflammatory reaction developed in 8 
cases. In only 1 case did this reaction possibly exert 
a beneficial effect on the ringworm infection. A 
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peculiar toxic followed treatment in 3 cases 
of an earlier series. In the experience of these au- 
thors®® podophyllin has not been efficient in the treat- 
ment of scalp infections due to M. audouini. Podo- 
phyllin is rather a dangerous drug for such a minor 
infection. 

A few years ago Sullivan™ treated 20 cases of 
cutaneous carcinoma with multiple local applica- 
tions of podophyllin and obtained satisfactory re- 
sults in all but 1. The follow-up periods varied from 
one to eight months. He concluded that the results 
were encouraging but that it was premature to ex- 
press enthusiasm for the method until the perma- 
nency of the cures had been established. However, 
other observers conclude that although podophyllin 
has a destructive action on the cells of cutaneous car- 
cinoma, the extent and degree of the action could 
not be regulated so as to ensure total destruction of 
all tumor cells. This conclusion was supported by 
Sullivan’s recent report that 15 of the 20 tumors he 
had treated with podophyllin had recurred. There- 
fore, plans for continuing the investigation of the 
use of podophyllin in the treatment of cutaneous 
carcinomas have been discarded by Kern and 
Fanger.” 

Patients with keratosis follicularis (Darier’s dis- 
ease) present a dirty, crusted, foul-smelling eruption 
that is difficult to clear. The following suggestion™ 
should therefore be useful. For thirty minutes daily 
a patient was placed in a tubful of water containing 
2 pounds (907 gm.) of rock salt (sodium chloride). 
These baths greatly improved his rash, reduced the 
amount of crusting and alleviated the itching and 
discomfort, but when the baths were stopped the 
lesions recurred. However, they have proved to be 
of great value in treatment of the condition. 

There are several reports of the effectiveness of 
treatment of various dermatoses with the topical 
application of Panthenol. Panthenol, the alcohol 
analogue of panathenic acid, apparently stimulates 
epithelial growth, has an antibacterial effect and re- 
lieves pruritus. It was found to be of value in various 
pyogenic and ulcerative dermatoses.** ** I have tried 
Panthenol in various ointment bases, and the only 
preparation that did not cause irritation was a 
5 per cent concentration in carbowax. Cornbleet 
and his associates** treated 41 cases of scabies with 
the combined u use se of several pesticides, hexachloro- 

hydrob » 0 amino-acridine hydrochloride, 
and ‘acy! laminc y y Ipy idinium hydro- 
chloride (“gamergent” ointment). All cases but | 
were judged to be probably free of scabies. 

A treatment outlined by Sachs and Field,** con- 
sisting of the local application of an arsenic solution 
(neoarsphenamine, 0.3 gm., dissolved in 4 cc. of 
distilled water and 1 cc. of glycerin), was used in a 
case of erythroplasia, twice a week for ten weeks, 
with apparent cure. 
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Skin irritants and sensitizers cause most of the 
dermatologic disturbances. A good skin protective 
would help to prevent many dermatitides. Many 
chemicals have been tried without success. Re- 
cently, a great deal of work has been done with sili- 
cones, a preparation composed of 30 per cent DC-200 
(Dow-Corning 200 centistoke viscosity) silicone oils 
in a petrolatum base. The silicones possess chemical 
inertness, adhesiveaess and ability to repel moisture 
on topical application — the last property is rela- 
tively unaffected by temperature, unlike the hydro- 
carbons such as petrolatum and the animal fats such 
as lanolin. In summary, silicote (composed of sili- 
cone oils in a petrolatum base) was found to be cf- 
fective in the management of 58 of 61 dermatologic 
conditions like diaper rash, irritation from colos- 
tomies, intertrigo and decubitus ulcers and in other 
cases in which protection from moisture was indi- 
cated.** Two cases of dermatitis have been seen after 
the use of silicote; whether they were due to the 
base or the silicone I did not determine. 

The sodium salt of para-aminobenzoic acid is 
recommended*® for protection of the skin against 
the actinic band of sunlight, around 3000 Angstrom 
units, which is responsible for injury to the skin. 

A styptic pencil containing 90 per cent alum sul- 
herpes labialis.“ 


results in 31 cases and moderately good results in 41. 
conditions treated were psoriasis, seborrheic 
dermatitis, eczema and dermatitis, genitoanal pruri- 
tus, lichen planus, lichen sclerosus and atrophicus, 
pigmented purpuric lichenoid dermatitis, kerato- 
derma climactericum, chronic x-ray dermatitis, senile 
keratosis, seborrheic keratagis and very superficial 
basal-cell epithelioma. No effect was seen after four 
applications in a case of pigmented purpuric lich- 
enoid dermatosis (Gogerot-Blum). Pinkus concluded 
that on the basis of experience with the German 
product thorium X in this strength is probably safe 
and does not lead to late deleterious changes. 
Mackey found thorium X a useful weapon in the 
treatment of warts. Sher and Howes“ applied it 
in alcoholic solution or ointment, 150 to 300 mc. per 
cubic centimeter or gram, to 51 epitheliomas — 46 of 
the basal-cell type, 4 squamous-cell carcinomas, and 
1 of the mixed basosquamous type. Uniformly satis- 
factory results were obtained in 50 cases, the only 
one not responding being a case of deep rodent ulcer. 
Senile keratoses were all satisfactorily eradicated, 
and no ugly scarring resulted. The treated areas 
became soft, pliable and insensitive. These results 
should be a great factor in the treatment of facial 
lesions, for the scarring after roentgen-ray therapy 
and radium is often quite disfiguring. Satisfactory 
treatment of multiple basal-cell epitheliomas has 


A drug that is said to have 100 per cent efficiency also been 


in the therapy of any disease demands serious at- 
tention. Topical application of shale oil cleared 53 
cases of lichen simplex chronicus, a cutaneous entity 
that is unresponsive to most therapy. Colorado 
shale oil was used in the treatment of several skin 
diseases. The best results were obtained in the ec- 
zemas, in which the oil was mostly superior to and 
rarely equal or inferior to coal tar. The greatest 
therapeutic response was elicited in atopic derma- 
titis and lichen simplex chronicus. The investigators 
after examination of employees in contact with shale 
oil for years believe that the carcinogenic hazard is 
not excessive and therefore does not interfere with 
licinal 
RADIATION 


There has been a considerable attempt to stimulate 
the use of thorium X in the treatment of dermatoses. 
Twenty-five years ago a prominent Boston surgeon 
extolled to me the efficiency of a thorium compound 
in the treatment of skin diseases. He used it for 
years in the treatment of many superficial disturb- 
ances. Perhaps it was merely a coincidence, but he 
died of leukemia. 

’.Mesothorium and radiothorium, the mother sub- 
stances of thorium X, are byproducts in the manu- 
facture of Welsbach mantles for gas illumination. In 
a series of 84 patients Pinkus** used thorium X in 
alcohol as an adjuvant to other therapy, with good 


requirements in the training of a young dermatologist 
is adequate instruction in radiation therapy. There 
have been many criticisms or fears about the use of 
roentgen-ray therapy for certain benign chronic 
skin diseases. A recent comprehensive report has 
answered this question. The long-term therapeutic 
efficacy of x-ray and of other therapeutic measures 
was compared in 1107 patients who, five to twenty- 
three years previously, had been under treatment 
for acne vulgaris, eczema, psoriasis or chronic lich- 
enified dermatitis. The authors concluded that super- 
ficial rocntgen-ray therapy in moderate doses is 
effective not only in producing temporary and symp- 
tomatic benefit but also in bringing about 
lasting or permanent freedom from active lesions. 
They found no evidence that superficial application 
of x-rays, as compared with other commonly used 
therapeutic measures, increases the tendency to scar- 
ring in patients with acne. 

Sulzberger and his associates*? proved that roent- 
gen-ray treatments as given by skin specialists do 
not produce cancer or other sequclae. They made 
an extensive survey with the following conclusions: 

Based upon the large sample of the population here investi- 
and upon the findings on reéxamination of 1,000 ir- 
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patients, we infer as follows: (1) Superficial roentgen-ray 
treatments as given by dermatologists in the United States, 
in the doses necessary for the cure of cancers and other 
malignant growths ef the skin, produce mild rocntgen sequelae 


in about 25% of cases. (2) There is 

in the qualitics gencrally 

the United States for the treatment 


cosmet portance. 
roent other Ad 


duced, even with the very largest 
tologists today consider permissible 
(total 1.400 


are 
most derma- 
benign dermatoses 


Andrews“ treated a small group of cases of chronic 
radiodermatitis, in which epitheliomas and precan- 
cerous lesions were developing with great frequency, 
by injections of crude liver extract over a period of 
months or years. The development of precancerous 
lesions and of epitheliomas appeared to be greatly 
retarded. 


ANTIHISTAMINES 


The theory that excessive production of histamine 
was the cause of allergic phenomena has engaged the 
chemist and the physiologist for the past twenty-five 
years in a search for histamine antagonists. As a 
result nearly twenty synthetic agents with alleged 
antihistamine properties have been developed. New 
ones are constantly appearing. In dermatology they 
were hailed with great hopefulness. Early reports 
were enthusiastic about the symptomatic relief of 
urticaria, angioneurotic edema, serum reactions, cer- 
tain drug eruptions, neurodermatitis and allergic 
contact dermatitides. Enthusiasm over each new 
report quickly waned, only to be revived by the in- 
troduction of a new antihistamine. 

In the past year in the clinics and in private prac- 
tice I have tried most of these drugs systemically and 
have found them wanting. I gave them dn vain to 
prevent or relieve penicillin reactions. I have used 
them extensively in all the eruptions for which they 
were recommended and found that they only oc- 
casionally help. I have tried several in succession 
in the same case. In urticaria, acute or chronic, 
they may give temporary relief. Some have a seda- 
tive effect, which is of value in the extremely pruritic 
patient, but they rarely relieve the pruritus — nor do 
they check the spread of the eruption. 

These drugs are usually given by the oral route, 
although Benadryl and Pyribenzamine may be given 
intramuscularly and intravenously when immediate 
action is deemed necessary. When the physical signs 
are epidermal the various antihistamines have been 
used in lotions and ointments. 

Just as in widespread therapy with any group of 
drugs, improvement in other clinical disorders has 
been noted accidentally. Many favorable, diversi- 
fied clinical reports have been made concerning their 
value in conditions ranging from fractures to nephri- 
tis. Despite the fact that few reports have bees 
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corroborated and others refuted, the therapeutic 
scope of these drugs has broadened rapidly. How- — 
ever, with such extensive use more side effects from 
antihistamines are obscrved —even allergic reac- 
tions in the form of drug eruptions. 

The antihistamines have been used locally in 
many dermatologic entities from fungous infections 
to scleroderma. These drugs are local anesthetics but 
are also irritants and sensitizers. An excellent ap- 
praisal of topical use of antihistamines made by 
Ellis and Bundick** summarizes the replies of 200 
dermatologists to a questionnaire regarding their 
expericnce with this type of therapy. Ninety-four 
per cent have tried the topical application of anti- 
histamines, but only 60 per cent still employ them, 
and less than 10 per cent prescribe them often. Many 
discontinued or restricted their use because they 
believed that this form of therapy was ineffective, 
tended to aggravate the dermatoses under treatment 
or resulted in too high an incidence of the contact 
type of sensitization. In my patients the rate of 
sensitization from local antihistamine therapy is 
higher than that formerly seen with ointments made 
with local anesthetics such as Pontocaine and benzo- 
caine. There was a close relation between the lists 
of those antihistamines causing contact dermatitis 
and those considered to be most valuable. The 
amount of sensitization from a drug increased with 
its popularity. Phenindamine tartrate (thephorin), 
which is the most efficient antihistamine for local 
therapy, caused the highest number of cases of con- 
tact dermatitis. The over-all sensitization index — 
8.8 per cent — is nearly as high as that of penicillin 
ointment. The local use of the antihistamines was of 
most value in localized neurodermatitis and anogeni- 
tal pruritus, and of least value in moist areas. These 
statements are confirmed in my private practice. The 
sale of antihistamines should be restricted to pre- 


scription only. 
ANTIBIOTICS 
Local Application 

The introduction of the antibiotics has revolu- 
tionized the therapy of skin diseases and syphilis. 
In clinics and private practice a case of typical im- 
lis. New antibiotics are constantly becoming avail- 
able. Penicillin, however, is still the most efficient 
and economical one for the treatment of most sus- 
ceptible infections. It should not be used topically 
because of its allergenicity, a fact now recognized by 
the European physicians. 

There are other more effectual antibiotics for 
local therapy, especially in mixed infections. At the 
present time neomycin, bacitracin and polymyxin, 
being limited in systemic use, should be the topical 
antibiotics of choice. Neomycin is of value in most 
pyogenic infections of the skin and mucous mem- 
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peortacis). When cotal doses of more than 1,000 r (in our 
series the range was between 1,000 and 2,630 r) are given, 
it may be expected that about 1.5% of patients will exhibit 
7 branes against both gram-positive and gram-nega- 
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tive organisms. Bacitracin affects most of the bac- 
teria destroyed by penicillin, especially the strepto- 
cocci, and polymyxin attacks infections due to Pseu- 
domonas aeruginosa. Various combinations of these 
three are often useful. They rarely cause sensiti- 
zation. 

The literature proclaiming the value of local ther- 
apy with antibiotics is voluminous. Their value is 
limited to the management of bacterial infections of 
the skin. These infections may be primary or sec- 
ondary. They are primary when there was no ap- 
parent previous skin disease, as when a patient 
suffers from impetigo, ecthyma, furunculosis, pus- 
tular folliculitis and so forth. They are secondary 
when an active bacterial infection occurs as a compli- 
cation of a pre-existing skin disease such as an oc- 
cupational dermatitis and fungous infections. The 
first step, therefore, is a correct diagnosis — whether 
it is a bacterial infection or a sensitization dermatitis. 
The former will be relieved and the latter may be 
made worse. It is also well to keep the systemic 
background of the patient in mind and rule out the 
predisposing factor — for example, diabetes. If fa- 
cilities are available, in vitro tests should be made to 
determine the sensitivity of the bacterial organism 
to the antibiotics and thus to select the most effective 
one. As previously mentioned,” infections due to 
Proteus vulgaris and Ps. aeruginosa are rapidly in- 
creasing. More cases of cutaneous moniliasis are 

g seen. 

Owing to the alarming increase of reactions to 
penicillin many studies are being made to discover 
one with hypoallergenic properties. Penicillin 92 
(1-Ephenamine penicillin) was used for the topical 
treatment of 61 patients with pyogenic infections of 
the skin, with no case of sensitization. Comparison 
with other antibiotic-sensitivity tests supported the 
clinical impression that 1-Ephenamine penicillin G 
was the most effective antibiotic under study. Al- 
though this may have been true, the number of pa- 
tients studied was too small to prove that these pa- 
tients will not react when given penicillin for a seri- 
ous systemic infection. 

A local penicillin therapy, consisting of the in- 
jection of penicillin in concentrations of 100,000 units 
per cubic centimeter about the periphery of the 
lesion to a total of 300,000 to 500,000 units for a 
single or several daily injections, produced a re- 
sponse in all cases.** 

A successful result has been reported from local 
therapy with ine in the treatment of 
molluscum contagiosum.** It was also used (in 
conjunction with a 10 per cent solution of trichlor- 
acetic acid) for relief of verrucae planae on the 
hands and face.** An oily suspension of 0.5 per cent 
chlortetracycline in castor oil has been given in in- 
fections of the eyelids or corneas, with good results 
and no reactions.’ A series of sensitivity tests were 
made on 192 persons with 3 per cent chlortetracycline 


in lanolin-petrolatum base, with negative results. Its 
use in the treatment of 50 patients with pyogenic 
infections resulted in only one failure and no un- 
toward reactions.** After my experience with several 
drugs I have lost faith in these tests. Time and use 
alone will definitely determine the sensitization prop- 
ertics of a drug. Three different reports mention the 
sensitizing properties of applied 
locally.5*-** 

Swart and his associates, of Rutgérs University, 
reported the isolation of a new antibiotic against 
various saprophytic and pathogenic fungi."* Work- 
ing with Streptomyces fradiae they prepared neo- 
mycin, a complex antibiotic active against both bac- 
teria and actinomycetes. They found that 30 to 70 
per cent of its activity is due to “factor X,” which 
is made up of two entities, one antibacterial and the 
other antifungal. The latter has been named fradi- 
cin. Rattner and Rodin® used fradicin in 8 cases 
of fungous infections; it failed to effect any im- 


provement. 

In the treatment of 45 patients with various types 
of skin infections, neomycin was considered highly 
efficient with gram-positive and gram-negative bac- 
teria and unusually good with chronic staphylococcal 
infections. Those due to P. vulgaris and Ps. aeru- 
ginosa improved rapidly, but lesions infected “with 
M. albicans failed to improve. No reactions were 
noted.** Other authors“ stated that the therapeutic 
results with neomycin ointment were superior to 
those with any preparation previously used. 

Bacitracin for the local therapy of pyogenic skin 
infections still holds top place with most workers 
for its efficiency and its low sensitivity.*" It has 
been successfully combined with tyrothricin. It. 
has been stated that when it is mixed with polymyxin 
B its superiority is greatly enhanced.” 

The polymyxins have been isolated from various 
strains of Bacillus polymyxa and are effective against 
gram-negative bacteria. Wright and Tschan” treated 
845 patients with oxytetracyline ointment and found 
it efficacious in clearing up secondary impetiginiza- 
tion in cases of contact dermatitis, atopic eczema, 
dermatophytosis and seborrheic eczema. Eighty-two 
of 90 patients with impetigo contagiosa were cured 
within twenty-four hours to seven days. No patient 
showed sensitivity to the oxytetracycline itself, al- 
though 4 patients were irritated by the base. I have 
used oxytetracycline ointment successfully in over 
300 cases of primary and secondary bacterial infec- 
tions of the skin without apparent sensitization. In 
mixed infection, the addition of polymyxin B sulfate 
seems to produce more rapid healing. Topical ap- 
plication of tyrothricin is still useful in edematous 
Systemic Use 


Although most cutaneous infections can be man- 
aged by local therapy, there are occasions when 
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systemic therapy is indicated. For systemic use in 
infectious cutaneous diseases penicillin is still the 
best single drug. I believe that the oral route gives 
fewer reactions. The large increase in severe reac- 
tions to penicillin has alarmed physicians and made 
them hesitate to use this medication even in serious 
; illness, especially in patients with a history of a 
previous allergic reaction to penicillin. It must be 
remembered that patients do not always remain 
allergic to penicillin. Siegal"? recommends a simple 
penicillin skin test. A solution of penicillin in dis- 
tilled water containing 20,000 units per cubic centi- 
meter is employed. For the immediate reaction 
0.02 cc. is given intradermally, as in the usual small 


wheal for allergy test; the reading of the wheal and. 


flare is made at fifteen minutes. This reaction is 
often negative. More commonly positive is the 
twenty-four-hour to twenty-eight-hour delayed skin 
test elicited by the intradermal injection of 0.1 cc. of 
the test solution. A positive reaction consists in a 
definite area of erythema, with a diameter of 10 mm. 
or more, often with indurative edema. Patients are 
occasionally desensitized by repeated hypodermic 
injections of aqueous crystalline penicillin in ascend- 
ing dosage, starting with 50 units. 

Streptomycin has been found useful in various 
forms of cutaneous tuberculosis, tularemia, granu- 
loma inguinale and chancroid.”* Its topical 

sen- 


tion has lost some of its popularity because 
sitivity. More cautious use of this drug is now 
prompted by the hazard of damage to the cighth 
nerve. 

Chloramphenicol has been effective in the treat- 
ment of eczema vaccinatum™ and herpes zoster." 
Three patients with lupus erythematosus dissemina- 


tus receive no fit even from large doses. In 2 
cases the existing anemia became appreciably greater 
while treatment was being given.’> Robinson” 
treated 13 cases of chronic discoid lupus erythema- 
tosus with chloramphenicol, 250 mg. four times 
daily. In 5 patients all lesions completely regressed, 
and in 6 the lesions improved. In 1 patient, however, 
the acute disseminated type of eruption developed. 
The recent literature on the myelotoxicity of this 
drug should make physicians careful about pre- 
scribing it. 

Grund" had successful therapeutic results with 
large doses of chlortetracycline i in patients suffering 
from lupoid sycosis vulgaris, sycosis vulgaris, sebor- 
rheic dermatitis, bullous erythema multiforme and 
dermatitis herpetiformis. The antibiotic cured 2 cases 
of anthrax.” It has also been recommended as a 
valuable aid in the management of major burns.” It 
has been extensively used in the dermatologic clinic 
at the Boston City Hospital in the treatment of 
herpes zoster. However, I have seen herpes zoster ap- 
pear in a patient under treatment with chlortetracy- 
cline for some other disease, an observation reported 
by McCracken.® He stated that typical herpes zoster 
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appeared and progressed while the patient was re- 
ceiving an adequate dosage for virus pneumonia. 
The herpes zoster was not altered by another course 
of therapy given for a spread of pneumonia to the 
other lung. It is difficult to believe that all cases of 
herpes zoster are of viral origin when one sees typical 
cases during treatment with arsenic or after trau- 
matic injuries in patients with tabes or other diseases 
of the cerebrospinal system, leukemia and various 
stages of syphilis. Chlortetracycline produced rapid 
healing in a case of familial benign chronic pemphi- 
gus.** Three patients with cervicofacial and 1 with 
abdominal actinomycosis have remained well for 
over a year after treatment.** 

Together with local therapy I have successfully 
used oxytetracycline in doses of 1 to 3 gm. daily 
in cases of contact dermatitis with severe secondary 
infection, furunculosis and extensive cystic acne. 
Niedelman®™ reported cure of a case of generalized 
molluscum contagiosa in a five-year-old boy given 
a suspension of oxytetracycline by mouth. One hun- 
dred and fifty patients in Haiti were used in a test of 
the effect of the drug on various stages of yaws. At 
the time of the report it was too soon to evaluate 
the cases, except to state that clinical arrest of the 
disease had been obtained in each case, a result 
rarely achieved with the use of procaine penicillin.” 

Two new antibiotics, erythromycin and Magna- 
mycin, have recently been introduced to combat the 
increasing number of infections refractory to peni- 
cillin and other antibiotics. The untoward effects 
of the antibiotics are a source of great concern to 
physicians. Therefore, i in the re of cutaneous 
infections of minor importance and susceptible to 
other medication they should be avoided. The sup- 
pression of other bacteria by antibiotics has greatly 
increased the number of new skin infections due to 
normally nonpathogenic organisms. We have learned 
that if a skin infection fails to respond to antibiotics, 
its subsequent treatment becomes a p 

Kligman® made a critical appraisal of an increase 
of fungous infections as a result of antibiotic therapy. 
After considerable laboratory studies and animal ex- 
perimentation he concluded that C. albicans regularly 
emerges in abundance in the mouth and gastroin- 
testinal tracts of those receiving wide-spectrum anti- 
biotics. The isolation of this organism in the pres- 
ence of some untoward side reaction, such as glos- 
sitis or stomatitis, is not tantamount to a diagnosis 
of moniliasis. He believes that his work presents 
evidence that the stigmatization of mucous-mem- 
brane reaction in association with antibiotic therapy 
is unfounded. Despite this work it is apparent that 
there are more cases of stomatitis, vaginitis and 
genital eruptions from which cultures showed an 
almost pure growth of yeast-like organism, mostly 
C. albicans. Certainly, an inflamed mucous mem- 
brane and intertriginous skin make a fertile field for 


such growth and rapid spread of the infection. 
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Studies done years ago showed that C. albicans does 
not affect normal skin.** Perhaps the gastrointestinal 
disturbances commonly associated with excessive 
doses of antibiotics produce an avitaminosis as the 
background and answer. Certainly, these patients 
seem to respond more rapidly with adjuvant therapy 
of large doses of vitamin B complex. 

In brief, the choice between an antibiotic and 
other medication must be made after careful reflec- 
tion, and then one must try to determine the one most 
effective for a given case of cutaneous infection. The 
antibiotics are revealed, as the experienced therapist 
has known for years, as agents to be employed when 
the battle is critical or fraught with risk, but neither 
a substitute for natural resistance and acquired im- 
munity nor a new invention outmoding the neces- 
sity for medical judgment.*’ 

Misce.taneous Drucs 
Oral Use 


Many attempts have been made to subject the 
appraisal of systemic and topical medication to ade- 
quate control. It is, however, difficult to restrain the 
enthusiasm of the original experimenter and his 
desire to be the first to report his wonderful results. 
The recognition of the value of drugs is difficult be- 
cause the treated disease pursues a variable course, 
with spontaneous remission and often cure. Some 
workers seem to have good results with a drug with 
which others have failures. 

Paba (para-aminobenzoic acid) has intrigued the 
biochemists, physiologists, physicists and physicians 
because of its relation to increased metabolism of 
cells and its role as a protector of the skin against 
sunlight. Sodium or potassium para 
(Paba) was reported to have had ‘good to excellent 
results in 22 of 33 patients suffering from chronic 
discoid and chronic disseminated lupus erythe- 
matosus.** A later report® on a series of 18 patients 

the severe untoward reactions, 1 case of 
fatal idiosyncratic hepatitis being reported. Rein® 
stated that in his experience with 13 unselected cases 
of lupus erythematosus little or no improvement 
followed the administration of Paba. Sodium or 
potassium para-a te** was found to be of 
value in the treatment of scleroderma and derma- 
tomyositis. However, in this small series of cases 
it is difficult to rely on its value because scleroderma 
and dermatomyositis tend to have slow periods of 
remission. I have never seen any drug that produced 
prolonged relief in either disease. Good therapeutic 
results were reported when Paba was given in oral 
doses of 6 to 16 gm. to patients with atopic derma- 
titis and other dermatitides.** ** An excellent and 
lasting response was noted in 8 of 16 cases of atopic 
dermatitis.**? Other workers were unable to confirm 
these results.** They found that only 2 of 20 patients 
showed good and lasting improvement.™ Atopic 
dermatitis also has periods of marked remissions in 


patients receiving any type of therapy, especially 
sympathetic psychotherapy and mild sedation. 

Guerrieri®® treated 60 cases of neurodermatitis 
with pyromen, a nonprotein, biologically active com- 
plex prepared from bacterial cellular material, with 
remission in 20, improvement in 32 and no results 
in only 8 cases. The improvement appeared within 
two weeks, and most of the patients remained in 
complete remission for three to eight months. 

After the report of successful treatment of hyper- 
hidrosis with Banthine,** Zupko*’ made an excellent 
evaluation of this medication. Daily doses of Ban- 
thine bromide were given to 44 volunteer subjects 
and 4 normal subjects over a period of four to six 
months. The medication effectively controlled the 
hyperhidrosis in approximately 90 per cent of the 
test subjects. The hematopoietic system, basal me- 
tabolism and cardiac mechanism were unaffected by 
Banthine at the dosage level necessary to control 
hyperhidrosis in the individual subject. Some side 
reactions, notably constipation, headache and heart- 
burn, appeared concomitantly with administration 
of the drug in both the hidrose and normal subjects. 
Employment of similar-appearing placebo tablets 
substantiated these observations. Four of the 40 
subjects in whom Banthine effectively controlled the 
hyperhidrosis manifested a tolerance to the drug 
after six weeks of mollcatinh. Su use 
should be discouraged because of the side effects 
and possible toxic manifestations in patients with 
pyloric or bladder obstruction, prostatic enlarge- 
ment, glaucoma and impaired vision, and those with 
a tendency toward heartburn. The drug should not 
be dispensed except on the advice of a physician. 
Banthine bromide effectively controls hyperhidrosis 
in a majority of cases, but administration must be 
continued indefinitely.°* Nelson® tried Prantal, a 
quarternary amine, in a divided daily dosage of 
200 to 400 mg. He found it of value in some cases 
of hyperhidrosis. He also thought it to be useful in 
certain cases of pruritus, urticaria, exudative ncuro- 
dermatitis and dyshidrotic eczema. 

Vitamin B,, concentrate and crystalline vitamin 
B,: (Rubramin), in a dosage of 10 to 30 microgm. 
once a week intramuscularly, was effective in greatly 
improving or apparently curing 37 to 101 treated 
cases of seborrheic dermatitis.” 

Any drug that will relieve the severe pain of herpes 
is welcome. The pain in most cases of herpes zoster 
is usually self-limited and is partly controlled by 
salicylates. In some cases, however, it may be very 
severe and persistent. Many drugs have been tried 
without success. Combes and Canizares’ state that 
protamide relieved the pain, and Marsh’™ recom- 
mends it as satisfactory in the treatment of this 
disease. 


Two new drugs have been suggested for treatment 
of that chronic and distressing disease, dermatitis 
herpetiformis — namely, roniacol tartrate’ and 


Fe DERMATOLOGIC THERAPY — DOWNING 983 


Promacetin.** It is advised that the latter drug, 
being somewhat toxic, be used with caution. Pro- 
macetin was thought to be less toxic than sulfoxone 
sodium. Since 1944 Cornbleet’™ has used sulfoxone 
sodium in the treatment of 13 cases of dermatitis 
herpetiformis, with good results. He believes that it 
should be given when other treatment fails. It 
should be administered carefully, for serious toxic 
effects such as hematuria, anemias and drug rash 
may occur. 

Robinson’® believes that new avenues may be 

to a more definite etiology of morphea and 
scleroderma by the investigation and use of a new 
antispasmotic drug called Artane. It is one of the 
piperidyl group with the following formula: 3-(n- 
propanol! HCI. 
New lesions apparently respond quickly to treatment. 
Robinson warns that frightening reactions may occur 
from its use. 

One case of mycosis fungoides and 4 of Hodgkin’s 
disease improved with treatment with triethylene 
melamine.'’” 

A case of lupus vulgaris of forty years’ duration 
was apparently cured within fifteen weeks by the oral 
administration of isonicotinylhydrazine in a dosage 
of 4.0 mg. per kilogram of body weight.’ Goldberg 
and Simon’ report rapid response of 2 cases of 
lupus vulgaris, in both of which the disease had 
been present for more than thirty years. Neither 
patient had responded with any degree of success to 
calciferol. In neither case were there any untoward 
reactions to the isoniazid therapy, and both patients 
responded rapidly to the drug. The authors con- 
clude that lupus vulgaris responds clinically to isoni- 
azid therapy, as demonstrated and proved by his- 
tologic examination. 

Calciferol has produced recovery of 6 of 10 pa- 
tients with chronic parapsoriasis, after one to four 
months of treatment.’ 

An encouraging report’® of the treatment of viti- 
ligo with the plant A4mmu majus linn has come from 
the Hépital St. Louis in Paris. The medication is 
used locally and systemically. According to the 
authors this plant has a specific action in vitiligo. 
Fahmy and Abu-Shady™ reported the isolation of 
3 crystalline principles from the following fruits: 
ammoidin, majudin and ammidin. Lerner et al. 
treated 9 patients (7 females and 2 males) with 
vitiligo with ammoidin. Three patients showed strik- 
ing improvement, and 2 showed less, but definite 
improvement; 4 showed no change. The authors 
concluded that the oral administration of 8 meth- 
oxypsoralen (xanthotoxin, ammoidin), together with 
exposure of areas of vitiligo to ultraviolet light, is 
effective in some cases of vitiligo. Also, oral use of 
this drug decreases the erythema response to ultra- 
violet light, whereas local application increases this 
response. In appropriate doses 8-methoxypsoralen 
is well tolerated by patients. In the past thirty years 
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I have tried many drugs recommended favorably for 
treatment of this disease. To date all have been 


failures. However, this report by such careful work- 


ers seems encouraging. Vitiligo can be a distressing 
disfigurement. 

According to Shelanski,* there are no contra- 
indications to the intravenous use of procaine in 
the treatment of pruritic skin conditions. He found 
that 6 cc. of a 1 per cent solution administered in- 
travenously greatly reduced the intensity of the side 
reactions. This seems to be strenuous therapy for 
minor afflictions. Beinhauer and Perrin™* treated 
60 patients suffering from the essential-type pruritus 
ani with 0.1 to 0.2 per cent procaine in 500 cc. of 
saline solution given daily during a period of forty- 
five minutes. Complete relief was afforded 17 pa- 
tients, being temporary in 26, and failure in 17. 
Procaine may be administered orally in doses vary- 
ing from 0.5 to 2.0 gm. for relief of pain or itching.™™* 

The treatment of warts has made interesting read- 
ing in lay and medical literature. The successful 
methods of relief have been so varied that it might 
appear that psychotherapy was the answer. How- 
ever, after an excellent review and study of this 
form of therapy, Allington™® is convinced that the 
evidence that psychotherapy is an effective method 
of treatment for warts is inconclusive. 

Almost as many medications have been used in 
the treatment of chronic lupus erythematosus as 
in the treatment of psoriasis. In my experience the 
best results were obtained with the injection of gold 
compounds (chrysotherapy), but the gold salts were 
so toxic that most dermatologists either have dis- 
carded them or use them in such small doses that the 
previous good therapeutic relief is not obtained. Cal- 
cium pantothenate, alone or in combination with 
vitamin E,™*- ™* the latter by the oral and parenteral 
routes, and the ad corticosteroids have been re- 
ported to have good to transient results. 

tly several workers™*-**! reported remis- 
sions of chronic discoid lupus erythematosus treated 
with quinacrine hydrochloride. The dosage varied 
from 0.1 gm. (114 gr.) twice to four times daily. One 
report’ stated that the simplicity of administration 
and the low incidence of complications were addi- 
tional factors in favor of this type of treatment. How- 
ever, the authors add that the slight possibility of a 
serious dermal reaction and the remote chance of a 
fatal outcome must be kept in mind to counter- 
balance any heedless enthusiasm that may be en- 
gendered from a consideration of the good temporary 
results reported. I wonder if they saw or have for- 
gotten the severe, persistent, distressing eruptions 
that were fairly common among the servicemen in 
World War II. (One enthusiastic report’? ended 
with the following addendum: “Since the prepara- 
tion of the above article we have received a report of 
a death due to aplastic anemia in a case of lupus 
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erythematosus which had been treated with ata- 
brine [quinacrine hydrochloride].”) 

At the last meeting of the American Dermato- 
logical Association Kierland presented a comprehen- 
sive review on the use of quinacrine hydrochloride 
in the treatment of lupus erythematosus. He brought 
out the fact that it was first used, with apparent suc- 
cess, over ten years ago by the Russians, and cited re- 
sults obtained by him and his associates. During 1952 
they treated 60 patients, 55 with the chronic discoid 
form and 5 with moderate systemic manifestations of 
lupus erythematosus. Of the group of 55 patients, 52 
had been followed to April, 1953. Eleven were 0 
to 25 per cent improved (1 reportedly became 
worse) ; 9 were 25 to 75 per cent improved; 15 were 
more than 75 per cent improved, but the disease was 
not arrested; and 17 had complete arrest of the dis- 
ease. Three patients who achieved excellent results 
from the first course of therapy but who had re- 
currences responded more slowly and less satis- 
factorily to the second course, even when higher 
doses were given. They concluded that the results 
in patients with the chronic discoid variety of lupus 
erythematosus have been satisfactory, and their 
experience confirms the findings of previous and 
contemporary investigators. In contrast, for pa- 
tients with widespread cutaneous manifestations of 
lupus erythematosus and for those in whom there is 
also laboratory evidence of the systemic type of the 
disease, the results of treatment with quinacrine 
hydrochloride have not been satisfactory; in fact, 
the reports emphasize the fact that it is hazardous. 
In patients with chronic discoid lupus erythematosus 
the incidence of untoward reactions from therapy 
has been low. Perceptible yellowing of the skin is 
not a requirement in the production of good re- 
sults.**? 

It is a rare day that a busy dermatologist does 
not hear of or read about a new treatment for psoria- 
sis. One of the earliest statements that I can remem- 
ber about psoriasis was that it was a healthy man’s 
disease. This statement has been corroborated by 
well controlled research over many years. Observa- 
tions on clinical appearance only, however, have 
suggested deficiencies to some workers. Maynard,'* 
having noted that many psoriasiform eruptions ac- 
companying riboflavin deficiencies responded rap- 
idly to injections of this substance, treated more than 
200 patients with riboflavin. In the 148 cases in 
which a complete follow-up study was made there 
was great improvement — 80 per cent or more in 
75 cases, 50 per cent or more in 25, and little or 
none in 10. The treatment consisted of 5 to 10 mg. 
by intramuscular injection once a day and by mouth 
daily. Local treatment was dispensed with until 
response to riboflavin was established, and then it 
was applied to the “surviving” lesions. I have used 
a larger dosage of riboflavin orally without success 
in the treatment of psoriasis. 
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Gross and Kesten,’** starting with the premise that 
psoriasis is a disturbance of lipid metabolism, be- 
lieved that a diet low in animal fats and cholesterol 
was indicated. They also gave granulestin, a prep- 
aration containing 80 per cent purified granulated . 
soya phosphatides, 15 to 45 gm. daily, and also 6 to 
12 capsules, each containing 500 mg. crude lecithin, 
small amounts of vitamin A and D, thiamine, pyri- 
doxine, riboflavine and calcium pantothenate, daily. 
Some patients also used local therapy of various 
ointments. The results were as follows: 23 patients 
well, 29 controlled, and 66 improved; there were 37 
unimproved cases out of 155 adequately treated 
patients. Crotty and Weiss'*® were unable to con- 
firm the value of undeclyinic acid therapy in 
psoriasis. 

Intelligent, sympathetic co-operation of a physi- 
cian at a minimum expense to the patient will often 
change the outlook of these discouraged patients. 
Psoriasis is not always as hopeless as it is considered 


to be. 
ACTH anp Corrtisone 


The value of cortisone and ACTH in dermatology 
is excellently summarized in the comprehensive re- 
views by Thorn and his associates'** and by Kierland 
et al.*** These articles should be read by all physi- 
cians who plan to use the drugs. Although the ex- 
perience of many observers is still limited because 
of the expense of the hormones and their availability, 
the literature is voluminous. Most of it merely re- 
affirms the results previously reported. A few new 
diseases have been added to the list of successfully 
treated cutaneous diseases, such as herpes zoster 
ophthalmicus,'** erythema nodosum’ and keratosis 
blennorrhagica.”*° 

Unfortunately, however, a busy dermatologist 
daily sees patients improperly treated with these 
drugs, either by overdosage or by underdosage, or 
with diseases in which they have little or no value 
or are contraindicated. They have even been used 
in acne, a condition brought on by their use; in 
fact, they have been recommended in this dis- 
ease. 

These drugs are the most powerful forms of medi- 
cation ever used in dermatology. Their effect in 
some cases of acute dermatitis venenata and drug 
eruptions is dramatic. They should be employed 
only when the eruption is severe and e 
discomforting. I forget who aptly said that in con- 
tact dermatitis their use is like driving a tack with 
a sledgehammer. 

In acute disseminated lupus erythematosus the 
effect of these drugs is miraculous and temporarily 
life saving. Their use in pemphigus is a great. boon 
to the patient and those caring for him. Occasionally, 
patients previously bed ridden return to their em- 
ployment while continuing treatment. In psoriasis 
and atopic dermatitis — unless the disease is extreme 
—the hormones may lead to perpetual addiction 


to the drugs, if not to systemic disorders. Prescrib- 
ing them i in an infant with eczema (atopic dermatitis) 
is a serious procedure fraught with danger, to be 
used only in a serious case. Recently, I saw a dis- 
_ tressing example of a nineteen-month-old infant who 
had been treated unsuccessfully with these drugs for 
over a year. The child still had a generalized oozing 
eczema, with moon face and edema of the abdomen 
and extremities. The mother was afraid to stop the 
cortisone because the child had become almost mori- 
bund when the drug had previously been withdrawn. 
This child was mentioned in a recent report as an 
unfavorable example of the oral treatment of in- 
fantile eczema."** 

Poorly supervised administration of these drugs 
at any time may lead to disaster because of the 
danger of masking or accentuating serious infec- 
tions. Their use in the wrong type of patient may 
be fatal; in a psychotic patient, suicidal impulses may 
appear. They are not curative, but merely afford 


the systemic effects it would be of great value. 
Locally, they are successful in several eye condi- 
tions such as syphilitic interstitial keratitis, kerato- 
conjunctivitis of acne rosacea and contact dermato- 
conjunctivitis. The most promising report is that 
of Sulzberger et al.,"** who treated 62 patients with 
selected dermatoses with the topical application of 
hydrocortisone ointment. It was found to be of 
definite value in 20 of 30 cases of atopic dermatitis. 
Three out of 5 cases of pruritus vulvae and ani were 
benefited. Improvement was noted in other types of 
lichenified and eczematous eruptions. At present the 
expense of this ointment is prohibitive. I have tried 
cortisone ointment in cases of contact dermatitis, 
with little or no success. 
ConcLusions 


Dermatologic therapy has advanced rapidly in 
the past decade. Only time and experience will prove 
the continued value of the so-called miracle drugs. 
Until the advent of these drugs the younger physi- 
cian or dermatologist was taught a therapy that has 
been developed by trained clinicians over many 
years of careful observation. It is a mistake when 
such therapy is now derided by some teaching cen- 
ters. The patient requests and should be given symp- 
tomatic relief. 

Properly prescribed in limited quantities, the ar- 
senic compounds still have value in syphilis and 
dermatologic entities. Calcium gluconate and sodium 
thiosulfate, intravenously administered, are still valu- 
able in widespread itching eruptions. The cases in 
which i mercury, bismuth, antimony and 
many other drugs are indicated are apparently un- 
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known to many physicians. Endocrine 
iron compounds and vitamin preparations are bene- _ 
ficial in certain diseases. 

The field of topical therapy, however, is the one 
most neglected. No attempt is made to establish a 
definite diagnosis before the medication is given. One 
must try to establish the diagnosis and recognize the 
stage of the eruption before suitable local therapy is 
prescribed, and this should be used even if an anti- 
biotic or steroid is prescribed systemically. The phy- 
sician must remember that he is treating a patient 
alarmed and uncomfortable from a cutaneous dis- 
ease. Reassurance and the use of tested and reliable 
medication is more advisable than trying out a new 
drug that still lacks adequate appraisal. 

No new cures have been found for any of the 
serious skin diseases. Therefore, until these new 
drugs are thoroughly tested it is safer to use medi- 
cation that will not sensitize the patient or cause 
severe toxic reactions. 
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containing solutions are given in this manner” 
(subcutaneously). A case that dramatically fulfilled 
this prediction forms the basis of this report. 


THE SUBCUTANEOUS USE OF A holecy stectomy. 

nstrated 

Joun J. Butter, M.D.* 

ROCHESTER, NEW YORK 


6t e day was 
uce a state of mild peripheral vascular collapse.! water ce. of Amige intravenously. 
Danowaki, Winkler and Peter have commented on th dxf ber condition comtincd so be aed, and Sis 
an unpublished experiment in which an infusion of 1800 cc. of LI cent invert sugar in distilled water intrave- 
5 per cent glucose in distilled water given subcu- ously. the vertently 
taneously had “effects on the plasma volume and 


ble dangers that might be encountered when : are fh 
volumes of sugar containing, or amino acid Spttinable. the opinion 
*Director of medice! education, St. Mary’s Hospital. was 


Case Report 
A 48-year-old woman was admitted to St. Mary’s Hospita! 
with the complaint of discomfort in the lower abdomen. She 
also complained of a sensation of pressure over the bladder and 
movements. For several months before admission she had 
menorrhagia and metrorrhagia. 
PERIPHERAL VASCULAR COLLAPSE AFTER 
‘ory mics identicé With tnose U per cent 1 — ite 
letio ” ar : ution containing cent Amigen, 5 per cent glucose a 
" A $0 ec. of alcohol in distilled water were given. At 12:30 a.m. the 
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1000 cc. of whole blood. At 6 a.m. the blood pressure had risen 
to 90/60, and improvement ha n. 
The patient complained of pain at the site of the h 

clysis, and both thighs were tremendously enlarged. skin 
over the thigh was stretched tightly, and drops of fluid oozed 
from the needle tracks. There was obviously more fluid in the 
area than had been injected. The circumference at a fixed point 
above the knee decreased 13 cm. in the ensuing 3 days. The 
patient subsequently made an uneventfu! recovery. 


Discussion 

The peripheral vascular collapse induced by the 
subcutaneous infusion can be explained by the 
shift of fluid and electrolytes from one body com- 
partment to another. At least two physiologic 
mechanisms have been demonstrated in such a 
circumstance. Yannett and Darrow‘ and others®: ® 
have shown that infusions of dextrose in distilled 
water intraperitoneally caused a transfer of body 
water from the extracellular to the intracellular 
compartment. Others’? have reported that the 
absorption characteristics of solutions given intra- 
peritoneally are much like those of subcutaneous 
infusions. 

As noted above, when a hypertonic solution is 
given by hypodermoclysis the extraction of both 
fluid and electrolytes from the plasma and inter- 
stitial fluid compartments occurs.” 

The end result of these mechanisms to preserve 
isotonicity across membranes is the collection of a 
large quantity of fluid and electrolyte in the thigh 
regions, resulting in peripheral vascular collapse, 
especially when electrolyte balance is already dis- 
turbed; unfortunately, in this circumstance veins 
are difficult to find, and the subcutaneous route is 
the most convenient. Subcutaneous infusions should 

probably be restricted to the use of isotonic electro- 
lyte solutions. 


SuMMARY 


A case in which 1200 cc. of hypertonic non- 
electrolyte solution was given subcutaneously on 
the second day of an uneventful postoperative 
period, with resulting signs of severe peripheral 
collapse, is reported. The patient responded well 
to administration of plasma and whole blood. The 
mechanism appears to have been shifts of fluids and 
salts from one compartment to another. 
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“FOR WHOM THE BELL TOLLS” 
following statement of account,* dating 
from the time of the American Revolution, dem- 
onstrates the probable fiscal advantage of a 
burial at sea over one on land: 
d. 


Diging of the Grave and Tolling 
1776 the Bell for one man 
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CASE 39501 
PresenTATION oF Case 


A twenty-two-year-old woman was admitted to 
the hospital because of episodes of unresponsiveness 
after left-sided twitchings of three days’ duration. 

The patient had apparently been in the best of 
health without any complaint until five years before 
admission, when in an automobile accident she struck 
her right temple and was momentarily dazed al- 
though not unconscious. She seemed well until two 
days later, when nausea and vomiting developed, 
occurring three or four times a day and persisting for 
a week. Since that time, she had had recurrent “sick 
headaches” described as bifrontal headache accom- 
panied by nausea and vomiting. These headaches 
lasted for one or two days and occurred every two or 
three months. Six months before entry the head- 
aches became more frequent, coming on every 
month. Three days later, shortly after awakening, 
she got up to go to the bathroom and “blacked out.” 
Her mother, who heard her fall, noted that she was 
having left-sided “twitching” of the arm and leg. 
There was no incontinence or tongue biting. The 
patient remained unresponsive for about an “hour, 
after which she seemed oriented but complained of 
severe headache and vomited four or five times dur- 
ing the day. A similar episode occurred on the 
following morning. On the day of admission, she 
was found unresponsive and remained so for an 
hour after which she was confused and disoriented. 
No twitchings were noted. She was immediately 
brought to the hospital. 

The patient had been jaundiced at birth, but 
this had cleared up in a few days. For years she 
had had a ‘nonproductive cough. She had a rave- 
nous appetite and occasionally had epigastric dis- 
tress after fatty meals. Ten months before admis- 
sion she had bilateral flank pain and passed what 
was interpreted as “kidney stones.” 

Physical examination revealed a well developed 
and well nourished woman who was somewhat 
drowsy and confused. The chest was clear to percus- 
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sion and auscultation. The heart was not enlarged, 
and there was a Grade 2 systolic murmur heard best 
at the apex. Neurologic examination was not remark- 
able except for confusion and disorientation and 
slightly more active deep tendon reflexes on the left 
than on the right. 

The temperature was 99°F., the pulse 100, and 
the respirations 20. The blood pressure was 135 sys- 
tolic, 85 diastolic. 

A catheterized urine specimen was normal except 
for 8 to 10 red cells per high-power field in the sedi- 
ment. The hemoglobin was 12.5 gm. per 100 cc., 
the white-cell count 7000, with 77 per cent neutro- 
phils, and the eosinophil count 170 per cubic 
millimeter. The serum sodium was 135 milliequiv., 
the potassium 3.9 milliequiv., and the chloride 95 
milliequiv. per liter, and the calcium 12.8 mg., the 
phosphorus 2.2 mg., the phosphatase 3.4 Bodansky 
units and the fasting blood sugar 27 mg. per 100 cc. 
Lumbar puncture showed clear colorless spinal fluid 
under normal pressure, containing no cells, with a 
total protein of 54 mg. per 100 cc. and a gold-sol re- 
action of 1112210000. A twenty-four-hour urine spec- 
imen contained 437 mg. of calcium. The basal met- 


abolic rate was -19 per cent. 

An ephal was reported as “nor- 
mal.” A plain film of the abdomen revealed a density 
overlying the lower pole of the left kidney and a sec- 
ond density below and medial to the left ischial spine 
that was thought to be a “phlebolith.” An intra- 
venous pyelogram calculus in the 
lower calyx on the left. Both 
tioning well. A skull series was normal. 

In the hospital the patient continued to have daily 

of unresponsiveness lasting one or two hours 
and followed by irrational conversation of which she 
later had no recollection. On the ninth hospital day, 
an operation was performed. 


DirrerenTiaAL Diacnosis 


Dr. Josern C. Aus®: “Six months before entry 
the headaches became more frequent, coming on 
every month.” I interpret that as an indication of a 
subdural hematoma or possibly an injury at a deeper 
level. 

This is an amazing case because first I must decide 
where the site of operation was. It may have been 
the head, for a subdural hematoma; the neck, for a 
parathyroid adenoma; or the abdomen, for an insu- 
linoma. After I have decided that I must discuss 
what lesion was found. There are not many data 
in the protocol; there must have been more since 
the patient was in the hospital for nine days. 

Dr. Benyamin Castteman: We included all the 
information that was in the record. 

Dr. Aus: The physicians were not very busy 
in those nine days! Of course, the patient was unre- 
sponsive. 


Physician, Massachusetts Geacral Hospital. 
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May I see the x-ray films first? The appearance 
of the bones, the teeth, particularly the lamina dura, 
and the sella turcica was not mentioned. 

Dr. Stantey M. Wyman: The sella turcica seems 
to be quite normal; the anterior and posterior 
clinoid processes are well preserved. The skull it- 
self seems to have a normal texture and a configu- 
ration that is not remarkable. The films of the teeth 
show preservation of the lamina dura. 

Dr. Aus: Very well preserved. 

Dr. Wyman: Yes; but I think that is not unus- 
ual in view of the normal serum alkaline phosphatase. 

Although mention of the bones is not made in the 
record, they are quite normal, I believe, both in their 
density and in the texture of the trabeculae. One or 
possibly two small stones are in the lower calyx of 
the left kidney, and this is confirmed by the intra- 
venous pyelogram. The shadow described as a phleb- 
olith is quite sharply defined, with a rarified center 
that is typical of a phlebolith. 

Dr. Aus: Was the patient a nurse? 

Dr. Castieman: No. 

Dr. Aus: Had she ever been exposed to dia- 
betic patients? 

Dr. Castieman: I do not believe so. 

Dr. Aus: One should be sure that a patient with 
hyperinsulinism is not giving insulin to himself. 
Skillern and Rynearson' mention this possibility. 

Several things about this case interest me. Why 
should the patient have been disoriented for two or 
three hours after she had an attack? The hyperinsu- 
linism ought to have responded quickly to sugar, 
which I assume was given to her since the physicians 
determined that she had a blood sugar of 27 mg. per 
100 cc. 

Dr. Georce L. Narpi: On admission we did not 
know that she had a low blood sugar; it was discov- 
ered after several of these episodes. The initial his- 
tory that was given at admission was secondhand 
from several people and varied each time it was 


Dr. Aus: When the attacks occurred afterward 
did they last so long? 

Dr. Narpt: It is hard to tell from the record. 

Dr. Avs: I think she had a subdural hematoma 
or some injury to the brain from the accident, which 
sensitized that area from which the symptoms and 
the convulsions emanated. I do not think any of us 
would suggest that a p oencephalogram or ex- 
ploration of the skull was done on the ninth day. 

Then the question arises, How can the high blood 
calcium, low phosphorus, normal phosphatase and 
low blood sugar be tied together? In some re- 
ports* ? in the literature in the last year this problem 
of a low blood sugar and of multiple adenomas of the 
endocrine glands has been discussed, most cases ap- 
parently occurring in patients with acromegaly— 
the adenoma in the pituitary gland seems to be as- 
sociated with adenomas in other glands. The first 
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time I remember hearing of this was from Dr. Wal- 
ter Boothby, when he was working with Harvey 
Cushing many years ago. We were discussing the 
high basal metabolic rate with acromegaly; he said 
that most of those patients had adenomas of the 
thyroid gland as well, and that eosinophilic adenomas 
of the pituitary gland were associated with adenomas 
in other endocrine glands. That multiple adenomas 
of the endocrine glands develop with the administra- 
tion of the growth hormone of the pituitary body was 
brought out by Moon and others? in the last two or 
three years. They gave growth hormone to rats and 
found a large number of adenomas in the adrenal and 
thyroid glands and ovaries, but I do not remember 
that they were reported to have been present in the 


parathyroid or pancreas. Most of these appear 


benign. Skillern and Rynearson’ presented a series of 
8 cases of multiple adenomas of the parathyroid 
gland and the islands of Langerhans — most of 
which were associated with some evidence of a lesion 
in the pituitary gland, although no such lesion was 
apparent in some, as in the case under discussion. 
This is therefore not an unknown experience. Dr. 
Cope reminded me of a patient some time ago who 
had multiple adenomas of the thyroid gland and 
an adenoma of the parathyroid as well. These 
adenomas, then, can occur in various combinations 
in the glands of internal secretion. 

What is the possibility that this woman had only 
one adenoma that caused the other symptoms? I 
have never heard of a case of hyperinsulinism or 
insulinoma that produced a high blood calcium. 
Could it do so because of the formation of glucose 
phosphate? Certainly, when there is a large deposi- 
tion of glucose phosphate the blood phosphate is low. 
In experiments in our laboratory some time ago 30 
units of insulin were given to produce a blood sugar 
level of 35 to 40 mg. per 100 cc.; the phosphate went 
down in those cases, but the calcium did not rise. I 
know of no evidence that hyperinsulinism causes a 
high blood calcium. Does a high blood calcium pro- 
duce a low blood sugar? I have never heard of that. 
So I am faced with the necessity of making two diag- 
noses in a twenty-two-year-old woman; I do not like 
to do it but I cannot find any connection 
these two conditions. She obviously had hyperin- 
sulinism and apparently had hyperparathyroidism; 
she must have drunk an adequate quantity of milk 
because there was no evidence of hyperparathyroid- 
ism in the bones. 

I think the patient had two lesions, a parathyroid 
adenoma and an insulinoma. The insulinoma could 
have given her the cerebral symptoms. I remember 
one girl who had diabetes and was given too much 
insulin; she had a lively experience of hating all the 
nurses and thinking they were poisoning her. Her 
delirium lasted for some hours. Insulin also pro- 
duces convulsions. It may give all these manifesta- 
tions; I think the symptoms were left-sided because 
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had been hit on the right side of the 
automobile accident five years before 


Dr. Cornette Hermans*: Dr. Aub and I were 
at similar meetings several times in India last spring; 
then he was sitting on the stage, and I was sitting on 
the floor. At those meetings I was stimulated to 


q 
crines and shall therefore be brief and try to discuss 
the pharmacology. The patient got into trouble 
after the car accident. Was there any relation be- 


the pancreas — hyperinsulinism — and of the para- 
thyroid glands —a high calcium excretion. Perhaps 
it all had the same origin. Dr. Aub has made only 
two diagnoses, so that many possibilities remain. | 
shall suggest that the patient had a lesion in the basal 
region of the skull that induced a pituitary disturb- 
ance, perhaps neuropituitary dysfunction, which in 
turn induced a progressive pancreatic disturbance 
and parathyroid dysfunction. Perhaps a lesion in the 
basal region of the skull interfered with pituitary 
function, perhaps neuropituitary function, or with 
hypothalamic function without producing marked 
anatomic changes either in the pituitary or in other 


glands. 

Dr. Avs: I think this patient had two adenomas 
—one in the parathyroid gland and an insulinoma. I 
think if the surgeons were wise they operated 
on the abdomen first because the hyperinsulinism 
was more important than the hyperparathyroidism. 
I think they probably found the adenoma in the pan- 
creas although they often do not because those ade- 
nomas are frequently very small. If they did not find 
such an adenoma, I shall still believe she had one. 


Cuinicat Diacnoses 
adenoma of pancreas, with hyperinsu- 
ism. 
Hyperparathyroidism, with renal disease. 
Dr. Josern C. Aus’s Diacnoses 
Insulinoma. 
Parathyroid adenoma. 


Anatomica, Diacnoses 
Islet-cell adenoma of pancreas. 
adenomas. 


Parathyroid 
Patuotocicat Discussion 


Dr. Castteman: The patient, as Dr. Aub pre- 
dicted, was operated on in the abdomen first. The 


*Professor of pharmacology, University of Gheat, Gheat, Belgium. 
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resected the spleen and the terminal two 


surgeon 
thirds of the pancreas, hoping that would include 


any adenomas too small to be seen. Would you tell 
us about it, Dr. Nardi? 

Dr. Narpi: We were prepared, on the basis of 
the references that Dr. Aub cited, to find multiple 
tumors in both organs, and we did. One pancreatic 
adenoma was easily and definitely ascertained at the 
time of laparotomy, and we thought we felt and saw 
a second one; that is why the pancreas was resect- 
ed to the superior mesenteric vessels—in other words 
we removed all that we could without making a diffi- 
cult operation of it. The head and neck of the pan- 
creas were thoroughly inspected, and no abnormal- 
ities were found there grossly. The second adenoma 
was confirmed by slicing of the resected pancreas. 
I do not believe any others were found. 

Dr. Castteman: This photograph (Fig. 1) shows 
the location and size of the adenomas. The larger 


Ficure 1. Photograph of the Spleen and the Distal Third of 
the Pancreas. 


Arrows point to adenomas. 


measured 2 by 1 by 1 cm., and the other about 6 mm. 
in diameter. Microscopically, both arose from the 
islet cells, were quite characteristic of the insulinoma 
and were perfectly benign. After this operation there 
was no change in the calcium or phosphorus values, 
and another operation was done on the neck. Dr. 
Nardi, will you continue? 

Dr. Narp1t: When we operated on the neck we 
again expected to find more than one tumor and our 
suspicions were confirmed. We identified all four 
parathyroid glands. Both glands on the left were 
adenomatous — not hyperplastic; on the right the 
lower gland contained an adenoma, and the upper 
was small and atrophic. We removed both glands on 
the left but only partially resected the right lower 
one because we did not want the patient to have too 
little parathyroid tissue. In view of Dr. Cope’s early 
experience with the subtotal ion of adenoma- 
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head in the 

admission. 
Dr. Castteman: Dr. Heymans, would you like 

to comment? 

tween that accident and what happened later on? 

Certainly, there was some disturbance in the endo- 

crine glands, particularly of the internal secretion of | 
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tous parathyroid glands without later recurrence, 
we believed this to be the safest procedure. She now 
has one normal and one partially resected adenoma- 


tous parathyroid gland and is completely asympto- 


matic. 

Dr. Wyman: I should like to say that all patients 
on whom diagnosis of hyperparathyroidism is made 
should have a very careful search of the neck for 
the adenomas by x-ray examination after a barium- 
swallow study.* This patient did have a barium- 
swallow examination in an attempt to find these 
adenomas but it was unsatisfactory. 

Dr. Castteman: In this case the adenomas were 
so small, measuring 6 to 8 mm. in diameter, that they 
would have been hard to see roentgenologically. 

Dr. Aus: What do these multiple adenomas 
mean? 

Dr. Castteman: The capsule and the rim of 
normal parathyroid tissue around them rule out 
hyperplasia, and the cell seen in these adenomas is 
a larger cell than is usually seen in secondary hyper- 


plasia. 

Dr. S. M. Krane: The patient’s father came in 
because he had symptoms similar to his daughter’s. 
He had had an intractable ulcer for nine years. His 
physicians had done phosphorus, calcium and phos- 
phatase determinations and had made a diagnosis 
of hyperparathyroidism. 

Dr. Castteman: We know that hyperparathy- 
roidism is often associated with ulcers of the stom- 
ach or duodenum. 

Dr. Narvi: The father had no islet-cell symp- 
toms. In exploring his neck we looked at the left 
side first and found an adenoma of both the left up- 
per and lower parathyroid glands; when we explored 
the right side we found a normal right upper para- 
thyroid gland but we could not find the fourth gland, 
for which we looked carefully because that one had 
contained an adenoma in the daughter. Ordinarily 
the calcium drops moderately fast after the re- 
moval of a parathyroid adenoma as it did in the 
case under discussion. The father’s calcium level fell 
to normal slowly over a period of a week; that raised 
the question of whether the missing fourth parathy- 
roid gland was adenomatous and hidden away some- 
where in the mediastinum or chest. 

Dr. Avs: Did you look at the ovary and adrenal 
glands in the daughter? 

Dr. Narpi: Yes, they seemed to be normal to 
palpation. 

Dr. Marc P. Moxtpawer: I should like to men- 
tion that in the father there is also x-ray and endo- 
crine evidence of pituitary adenoma. } 

In a family studied in New York City by Dr. 
Paul Wermer there are § members with adenomas of 
one or more of the three glands: pituitary, para- 
thyroid and pancreas. A geneticist who has studied 
this family believes that the tendency to tumor of all 
three glands is inherited in each member. It is there- 
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fore possible that a pituitary tumor may develop in 
the patient, whereas her father may subsequently be 
found to have adenomas of the pancreas. 

Dr. Castteman: In a series that has recently 
been reported from Montana by Frohner® there were 
5 cases of multiple parathyroid adenomas in the 
same family — in siblings. I saw the slides on this 
group and believed they were multiple adenomas; 
in these cases there were no associated islet-cell or 
pituitary tumors. 
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CASE 39502 
PrEsENTATION OF CASE 


A sixty-seven-year-old housewife entered the hos- 
pital because of severe left-upper-quadrant pain. 

Approximately six weeks before admission vague, 
generalized abdominal pain that did not localize 
developed and was associated with increasing con- 
stipation. The patient had diabetes that had been 
under control on protamine zinc insulin, 30 units a 
day, for the past seventeen years. With the onset of 
this illness, she had great difficulty controlling the 
diabetes. She declined hospitalization and studies 
until several weeks before admission, when “pleural” 
pain in the left upper quadrant developed. A 
barium-enema examination was reported as showing 
barium filling the colon and terminal loops of ileum. 
No obstructing lesion was seen. A plain film of the 
abdomen revealed a large amount of gas and fecal 
material in the colon. Further studies were declined 
until about eight days before admission, when the 
pleural pain became severe. It was worse with deep 
breathing, sneezing and coughing. A tender mass 
could be felt in the left upper quadrant; pressure on 
it caused her to stop breathing because of severe 
pain. Further studies were then done. i 
and x-ray examinations of the chest demonstrated 
restriction of motion of the left leaf of the diaphragm, 
with slight adherence to the lateral thoracic wall, a 
small amount of fluid at the left base and a normal 
heart, mediastinum and lung fields. On gastrointes- 
tinal series the esophagus was normal. The stomach 
was displaced posteriorly and medially by a mass 
in the anterolateral part of the abdomen (Fig. 1). 
There was displacement of the fundus of the stomach 
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with an ulcerated area in the center. The body and 
antrum of the stomach and duodenal cap were nor- 
mal. The ligament of Treitz and small bowel were 
displaced downward by the mass. There had been 
no shaking chills or significantly elevated tempera- 
ture. The patient was admitted to the hospital for 
study. 

The past history included complaints of nausea 
without vomiting for the year before entry and a re- 
duction in weight from 167 to 130 pounds in the 
four years before entry. During these four years 


Ficure 1. 


there had been increasingly frequent attacks of pre- 
cordial pain radiating into the neck, arms and 
teeth, which were of short duration, were precipi- 
tated by emotional upsets, heavy meals and marked 
exertion, and were relieved by rest and nitrogly- 
cerin. Four months before admission she was digi- 
talized because of nocturnal dyspnea and ankle 
edema. 

Physical examination showed a moderately well 
developed and well nourished woman with flat neck 
veins and no edema. The chest was clear except for 
decreased breath sounds and dullness at the left 
base posteriorly. The upper border of these changes 
descended with inspiration. The heart was not re- 
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markable. There was a discrete, tender mass in the 
left upper quadrant 3 or 4 fingerbreadths below and 
following the contour of the left costal margin. It 
had a slightly nodular edge and descended with 
respiration. 

A urine specimen had a specific gravity of 1.015 
and gave a + test for albumin and negative tests for 
sugar and bile; the sediment was normal. Examina- 
tion of the blood revealed a hemoglobin of 10.9 gm. 
per 100 cc. and a white-cell count of 9500, with 79 per 
cent neutrophils. The serum amylase was 20 units, 
the protein 6.4 gm., the albumin 4.3 gm., the globulin 
2.1 gm., the alkaline phosphatase 4.1 Bodansky units 
and the fasting blood sugar 216 mg. per 100 cc. The 
prothrombin time was 100 per cent, and cephalin 
flocculation was ++ in forty-eight hours. A stool 
was guaiac negative. An electrocardiogram dem- 
onstrated a normal sinus rhythm, a PR interval 
of 0.17 second and a normal axis; the ST segments 
were depressed in Leads 1, 2, aVF, V,, Vs and V, 
and slightly elevated in Lead 3. The T waves were 
upright in Leads 1, V;, Vz and Vs, diphasic in Leads 
2, 3, aVF, V., Vs and V, and flat in Lead aVL. 

On the second hospital day an operation was per- 
formed. 


DirFrerenTIAL D1acGnosis 


Dr. Letanp S. McKrrraicx®: I should like to see 
the x-ray films, on which I think I must depend. I 
hope they will help me today more than confuse me. 
May I see the films of the barium enema first? 

Dr. Joun F. Gissons: I did not intend to show 
them because the patient was not well prepared for 
the examination. These films were made elsewhere. 
In the barium-enema study, the colon is obviously 
full of fecal débris, but there is no gross lesion and no 
displacement of the colon. I wonder about this left- 
upper-quadrant density, which may be a slightly 
enlarged spleen or a mass. The left kidney is rather 
low in the abdomen; normally, it is higher than the 
right kidney. A film of the chest shows a little fluid 
in the left costophrenic angle posteriorly. Fluoro- 
scopically, limitation of the left leaf of the dia- 
phragm was noted. In selected films of the gastro- 
intestinal examination done elsewhere, the stomach 
is displaced medially and depressed by the density 
noted in the previous abdominal film. It is also 
pushed posteriorly, as can be seen in this oblique 
Consulting visiting surgeon, Massachusetts General Hospital. 
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view; we do not have a lateral view. The mucosa 
of the upper portion of the body and fundus of the 
stomach is irregular. A large collection of barium 
in one area was interpreted as being in an ulcera- 
tion; however, there are fairly normal looking folds 
extending to the area of barium density, suggesting 
that something is indenting the greater curvature 
of the stomach in two places and leaving an interven- 
ing area relatively free. We can say that there is a 
mass displacing the stomach and adherent to the 
gastric wall, which may or may not be ulcerated. 
The only film that was taken here after admission, 
shows that more fluid has collected on the left side, 
and there is also fluid in the right pleural cavity. 

Dr. McKirrricx: Do you think that pressure 
from a mass outside the stomach would produce as 
irregular a contour of the stomach as that? 

Dr. Grepons: If the mass were a malignant 
tumor that had indented the stomach wall, such an 
irregular contour could be produced. 

Dr. McKirrrricx: Would you accept the ir- 
regular contour as infiltration of the stomach wall 
with something? 

Dr. Grssons: Yes, since the radiographs show 
constant irregularity; however, fluoroscopic observa- 
tion may have shown that the stomach wall could be 
separated from the mass. 

Dr. McKirraicx: I cannot spend much time talk- 
ing about this because I do not know quite what to 
say. There is very little in the history. The illness 
was of a relatively short duration, the patient had 
diabetes, and a barium-enema examination was neg- 
ative. I wanted to see that examination to be sure 
that it was negative. I think, having nothing but 
outside films, we lack the information that goes with 
a careful fluoroscopy and our own detailed studies; 
still I should be willing to accept the fact that any 
lesion primary in the colon should have given some 
evidence of alteration in the barium-enema exam- 
ination at that time. So we have that in the back- 
ground. The patient obviously had something around 
the diaphragm and I think under the diaphragm; I 
am willing to pass off all the chest findings on a 
basis of irritation of the diaphragm from a process 
below. 

Dr. Benjamin Castieman: The films were taken 
by Dr. Richard Schatzki. 

Dr. McKourrricx: That is very helpful. 

Then we come down to the physical and the x-ray 
findings. The physical finding was a very large, 
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moderately tender mass in the left upper quadrant 
that became distended with inspiration and dis- 
placed the stomach posteriorly and to the right. 
There are only certain organs there that can develop 
a tumor —the spleen, the pancreas, the colon and 
possibly the kidney. It is difficult for me to believe 
that the kidney could have produced this mass. The 
colon I am willing to count out. I do not see how a 
tumor of the pancreas or other retroperitoneal tumor 
could have displaced the stomach in the direction 
in which this stomach was displaced. A tumor of the 
spleen certainly could. I do not know what process 
or lesion of the spleen would infiltrate and probably 
ulcerate the stomach; so I must eliminate the spleen. 
Dr. Schatzki has gone a long way in eliminating the 
large intestine. I think, therefore, I am compelled 
to say that this most probably was an intrinsic lesion 
of the stomach, rather than a lesion secondarily 
involving the stomach, that manifested itself as a 
large mass, produced some alteration in the mucous 
membrane of the stomach and at the same time was 
associated with an ulceration at least in communi- 
cation with the stomach. 

When I think in terms of lesions of the stomach 
that manifest themselves in this way, I cannot say 
so much about them. I recall an elderly woman who 
had a large mass presenting in the same area, with 
minimal x-ray findings, and she proved to have a 
large leiomyosarcoma of the stomach. I do not be- 
lieve this was a carcinoma. A carcinoma that caused 
such an enormous mass as that would be readily 
diagnosed by x-ray examination. I believe this prob- 
ably falls into the sarcomatous group of tumors, 
which, when they involve the stomach wall, produce 
a large mass within the wall of the stomach itself 
and ulcerate late largely owing to the breakdown 
of tumor tissue. I do not know what else to call it, 
and I shall end with that diagnosis without a more 
lengthy differential discussion. 

Dr. Water Bauer: Do you think it might have 
been a highly malignant undifferentiated tumor? 

Dr. McKittrick: I should think probably not. 

Dr. Castteman: A highly malignant type does 
not form a large extrinsic mass. The tumor Dr. 
McKittrick mentioned was about 30 cm. in diameter 
and was adherent to the stomach, but almost all of 
it was extrinsic. On the other hand, Dr. McKittrick, 
the extrinsic tumors do not as a rule produce such an 
irregularity of the stomach; they are more likely to 


995 


be smooth when they compress and involve the mu- 
cosa of the stomach. 

Dr. Baver: You do not think a tumor of the 
pancreas of low-grade malignancy, a papillary ade- 
noma, might have been present? It would displace 
the stomach, but not as in the case under discussion. 

Dr. McKirrricx: I was bothered by the dis- 
placement. I do not see why a tumor of the pan- 
creas should displace the stomach posteriorly to the 
right; it ought to displace it anteriorly. 


Curnicat Diacnosis 
Splenic abscess. 
Dr. Lecanp S. McKirrricx’s Diacnosis 
Leiomyosarcoma of stomach. 


Anatomica. D1aGNoses 


Retroperitoneal liposarcoma. 
Adenocarcinoma of pancreas. 


PatHo.ocicaL Discussion 


Dr. Craupe E. Wetcu: Before the operation, I 
went over the films with Dr. Schatzki, and he was 
convinced from the fluoroscopic examination that 
there was no involvement of the gastric wall. I 
thought that we were probably dealing with a splenic 
abscess because the mass descended well with respi- 
rations, just as the spleen should, and the patient 
was running a slight fever. At operation, a large 
tumor mass was immediately apparent. It lay 
more or less between the spleen and the stomach, 
forming the boundary on the left of the lesser peri- 
toneal cavity. The stomach was not involved at all. 
The spleen was inextricably bound to the tumor. 
The tail of the pancreas also ran into the tumor, and 
I thought that the tail of the pancreas was somewhat 
more firm than usual. The tumor itself was adherent 
by very vascular adhesions to the diaphragm and to 
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the colon. The patient’s general condition was poor, 
her pulse being 170 during the early phases of the 
operation. She gradually improved so that it was 
possible to open the chest cavity as well and proceed 
with an extirpation of the mass. All the gross tumor 
was removed although the dense adhesions of the 
diaphragm made me think that there must have been 
some microscopic involvement of that muscle. The 
distal third of the pancreas was also excised in toto 
with the tumor since I thought it might be involved. 

Dr. Castteman: The tumor tissue that Dr. 
Welch removed was yellowish white and greasy and 
looked like brain tissue grossly; it reminded me of a 
tumor in the popliteal space that we had several 
years ago that was primarily composed of fat. 
Microscopically, this proved to be so here. The 
tumor was composed of lipoblasts, with small some- 
what undifferentiated nuclei, a typical liposarcoma, 
certainly not an ordinary lipoma. A fat stain was 
striking — the entire tumor was made up of fat. I 
suppose the involvement of the diaphragm had 
caused sufficient irritation to account for the pleural 
fluid on that side. This was a retroperitoneal liposar- 
coma; the retroperitoneum is probably, next to the 
popliteal space, the most common location for lipo- 
sarcoma. A surprise finding was a well differenti- 
ated adenocarcinoma throughout the resected portion 
of the pancreas. 

Dr. Weicu: The presence of an independent 
carcinoma of the pancreas was not recognized by any 
of us, and this microscopical finding came as a sur- 
prise. Incidentally, the patient’s convalescence was 
marred only by a small myocardial infarct on the 
fourth day. She left the hospital in good condition on 
the fourteenth postoperative day. 

Dr. McKirrricx: Did you ever see a liposar- 
coma between the spleen and stomach before? 

Dr. Castteman: No; they are usually in the re- ~ 
gion of the kidney, perirenal and retroperitoneal. 
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DOCTORS, PEOPLE AND GOVERNMENT 

Dr. James Howard Means, of Boston, in his 
recent Atlantic Press publication, Doctors, People 
and Government, falls far short of the iconoclastic 
perversity with which he is credited by the pro- 
~ tectors of things as they have been. Far from ad- 
vocating the overthrow by force of any form of 
government or any set of traditions he has simply 
asserted in this book a fairly well recognized priv- 
ilege, still guaranteed to sober Americans in their 
right minds, of expressing his personal opinions. 

Two of these opinions run counter to those held 
by many members — probably a majority — of 


the organized medical profession. They are that 
fee for service, as the classic form of remuneration 
for practicing physicians, is out of Cate and might 
well be replaced by other methods of payment, 
and that organized group practice is the most effec- 
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tive way of delivering good medical service to the 
public, and should be encouraged and extended. 

These opinions of Dr. Means are not particularly 
new, nor does he claim any originality for them. 
They do represent a departure from standardized 
procedure; and the medical profession, keen, cul- 
tured, intellectual and progressive, highly educated 
and with a recognized sympathy for the investiga- 
tive method, without which it cannot progress, 
would naturally be expected to welcome some well 
controlled experimentation in these economic and 
social (but not socialized or socialistic) fields. 

Aside from these controversial issues — for they 
have been most earnestly controverted — Dr. 
Means’ book is an admirably clear exposition of the 
development of modern medicine, the intricate 
channels through which it seeks its goal, its com- 
plexity and the necessity for finding methods of 
ensuring its distribution to all persons of all classes. 

The opus gains piquancy, even if its cause is not 
especially furthered, by the feud between Dr. Means 
and the American Medical Association —if a 
brave bull of Madrid can be said to go afeudin’ 
with the impertinent picador who prods it. One 
might wish that the dignity of the national asso- 
ciation were such as to restrain it from lunging out 
at each of its critics and perpetuating little ani- 
mosities that never should have been allowed to 
develop. The saucy author of Doctors, People and 


Government is obviously enjoying himself at the 


expense of his more ponderous opponent. 

One detail to which the local profession might 
take exception is the statement by Dr. Means that 
the state-society “grievance beard” had its origin 
in Colorado in 1947; the Committee on Ethics and 
Discipline of the Massachusetts Medical Society, 
serving the same purpose, was established in 1871. 

Dr. Means can hardly be characterized by any- 
thing that appears in this book as a proponent of 
that reprehensible system of medical practice known 
as “socialized medicine.” Much the opposite; he 
repeatecly denies any desire for further govern- 
ment encrcachment on the medical profession’s par- 
ticular brand cf free enterprise. His advocacy of 
his ideas is perhaps too outspcken, for if the Ameri- 
can Mecical Asscciation can be mistaken, so also 
can he, and his experience, after all, has been 
largely confined to the clinic. The difference is that 
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he can freely express an opinion as his own whereas 
the Association must attempt to represent the 
multitude. 

As usual, when intelligent people differ, there is 
much that can be said on both sides of the question, 
and a tolerant attitude may sometimes smooth the 
rock-strewn path of progress better than the use of 
the rocks to throw at one another. 


ANAPHYLACTOID REACTIONS TO 
PENICILLIN 

SCATTERED reports of acute anaphylactoid reac- 
tions to penicillin, some of them fatal, have been 
appearing with increasing frequency in recent 
months, and several of them have been published 
in the Journal. The impressive number of such 
reactions attributed to the new repository form, 
penethamate (Neo-Penil), in the brief period since 
it became available was the subject of a report by 
the Council on Pharmacy and Chemistry of the 
American Medical Association that was commented 
on in these columns.! 

Because of the unusual frequency of these reac- 
tions and because in the normal course of events the 
great majority of reactions go unreported, Welch 
and his co-workers,” of the Food and Drug Admin- 
istration, undertook a limited survey in 11 large 
cities widely scattered throughout the United States 
in an attempt to determine just how frequently they 
had been noted. A total of 95 large general hos- 
pitals with a capacity of 51,000 beds were included 
in the survey; this represents approximately 2 per 
cent of the general hospitals and about 7.5 per cent 
of the bed capacity of such hospitals in this country. 
To obtain a better perspective, the scope of the 
survey was broadened to include all antibiotics. 
Information was sought concerning anaphylactoid 
reactions occurring over the previous two-year period 
and their relation to the dose, route of administra- 
tion, previous history of sensitivity, and personal 
and family history of allergic manifestations. 

A total of 63 anaphylactoid reactions, 20 of them 
fatal, were recorded in this survey; none of them 
had presumably been reported previously. From 
an etiologic standpoint these reactions were classi- 
fied as follows: 55 from injections of procaine peni- 
cillin; 1 from an injection of penethamate (Neo- 
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Penil); 2 from injections of penicillin O; 1 from oral 
tablet of dibenzylethylenediamine dipenicillin G 
(Bicillin); 3 from streptomycin given intrathecally; 
and 1 from an injection of streptomycin. Of the 
20 deaths, 18 resulted from the injection of procaine 
penicillin, 1 from the oral tablet of Bicillin and 
1 from intrathecal administration of streptomycin. 

In addition, the 25 cases of anaphylactoid reac- 
tions to penethamate that had been reported to the 
Food and Drug Administration were investigated, 
raising the total to 88 patients and 25 deaths. Pre- 
vious evidence of sensitivity to penicillin was elicited 
in 12 cases, and a history of bronchial asthma, hay 
fever and other allergies in 26. 

Welch and his co-workers note that during the 
period of their survey about three hundred times 
more procaine penicillin than penethamate had been 
distributed, so that the incidence of the serious 
reactions from the latter may be considered to be 
relatively high in spite of the apparent preponder- 
ance of reactions from procaine penicillin in their 
own survey. In general, the reactions from penetha- 
mate resulted from individual doses greater than 
500,000 units, and for that reason it was recom- 
mended that single doses not exceed this amount. 

The infrequent occurrence of reactions from oral 
administration of penicillin was also stressed, but 
particularly worthy of note was the fact that the 
survey disclosed no acute anaphylactoid reactions 
from chlortetracycline, oxytetracycline, chloram- 
phenicol, bacitracin, polymyxin or neomycin. Not 
mentioned by the authors, but equally conspicuous 
in their data, was the absence of anaphylactoid 
reactions from injections of the aqueous sodium or 
potassium salts of penicillin G in the survey; these 
forms are perhaps the most useful in the treatment 
of serious infections when large doses are required. 

The report, in spite of many deficiencies that could 
be pointed out and were fully appreciated by its 
authors, is highly important because of the extremely 
widespread use of penicillin, a total of 674 tons hav- 
ing been distributed during the two years of the 
survey. The great bulk of this output was undoubt- 
edly used without clear and justifiable indications; 
such a practice may itself result in serious reactions 
or may sensitize the recipients so that reactions 
subsequently follow the use of penicillin for specific 
indications in the treatment of serious infections. 
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It was concluded from this survey that the inci- 
dence of anaphylactoid reactions to penicillin has 
increased during the past few years, but they are 
still relatively infrequent in relation to its tremen- 
dously widespread use. In general, oral preparations 
were considered less likely to cause reactions than 
injectable forms, particularly procaine penicillin. 
Penethamate, however, was thought to have an 
inherent toxicity that may be controlled only by 
proper dosage. 

The seriousness of these anaphylactoid reactions 
emphasizes again the necessity for clear-cut indica- 
tions for the use of potent drugs, including penicillin. 
Because patients with a history of asthma, hay fever 
or other allergies are more likely to have anaphylac- 
toid reactions, the physician must balance the 
hazard against the nature of the disease being 
treated and the expected benefit from the drug that 
he contemplates using. 


REFERENCES 
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A PLEDGE FOR CHRISTMAS 


Mipway in the annual campaign of the National 
Tuberculosis Association and its affiliated organiza- 
tions, it is worth reflecting once more on the need 
for such a drive and the effect, thus far, of efforts 
at control of tuberculosis. The sale of Christmas 
Seals, which began on November 16, will be con- 
tinued until the end of December; in that period 
the Association hopes to raise sufficient funds to 
allow the voluntary tuberculosis associations to 
keep up their fight against the disease that still 
ranks fifth, exclusive of accidents, among the lead- 
ing causes of death. 

Since the National Tuberculosis Association and 
its subsidiary groups depend entirely on the pro- 
ceeds of the sale of Christmas Seals, the response 
to the campaign will determine not only the nature 
and extent of future efforts to control tuberculosis 
but also the continuation of their work. Last year’s 
record contribution of over $23,000,000 must be 
matched and bettered. The cost of a single case 
of tuberculosis has been estimated at $14,000 to 


$15,000 (including medical care, compensation, 
loss of wages, pensions and relief payments to the 
family); the need for generous contributions to the 
sale of Christmas Seals is at once apparent. 

The remarkable progress achieved in tuberculosis 
control since 1907, when the first Christmas Seals 
went on sale, justifies the labor of these organiza- 
tions and their voluntary workers. And the goal 
of eventual eradication (not by any means im- 
possible of attainment in a disease that is both 
preventable and curable) demands ever-increasing 
application of efforts at education, case finding, 
medical and social research and rehabilitation. All 
four items make up the principles on which the 
tuberculosis associations work. 

A generous response to this appeal represents a 
pledge that the unselfish American will both help 
his fellow citizen in distress and make every effort 
to keep future citizens free from the threat of the 
disease that is now the leading cause of death in 
the years from fifteen to thirty-five. The small 
Christmas Seals on letters and packages are the 
symbols of modern man’s acknowledgment that 
he is his brother’s keeper. The pledge is given at 
an appropriate season. 


COLLEGE OF THE WRITTEN WORD 

A PERIPATETIC correspondent of the London 
Lancet, indulging in one of the quasi-medical “‘run- 
ning commentaries” that have brought added fame 
to this distinguished journalistic contemporary 
through its department “In England Now,” made 
in the issue of September 19 what may be a perti- 
nent suggestion. This is that among the new 
faculties, societies, academies and colleges that 
mark the progress of professional competence there 
should be a college, “preferably Royal,” of medical 
scribes. Through such an organization semipro- 
fessional medical scribblers, now classed among the 
lesser breeds without the law, might attain an 
academic distinction of their own. 

A certain amount of special precollegiate educa- 
tion should be prescribed, according to this corre- 
spondent, perhaps unaware of the strong drift away 
from early specialization in training that was evi- 
denced at the First International Conference on 
Medical Education, held in London in August. 
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Thus Greek would be required at the age of twelve, 
or earlier, to be followed by Latin and English and 
perhaps some exposure to the medical sciences, and 
a little of the history of medicine. Later, an abbre- 
viated medical curriculum might be inserted, for 
only a smattering of such ignorance would be 
necessary for those whose lifework would consist 
of turning poor into better English, of paragraphing 
according to the need of the occasion, of reducing 
long sentences to short ones, and of redistributing 
commas and similar guideposts as the conscience 
of the licentiate might dictate. 

Great Britain, perhaps not altogether unfortu- 
nately, is experiencing a chronic paper shortage. 
If this continues it might become necessary that 
some legal provision be made for compelling medical 
writers to submit all manuscripts to the College for 
its approval before publication. In the College, 
also, all authority for the coinage of new medical 
words and presumably for the authentication of 
abbreviations, symbols and so forth would be 
vested. The possibilities of the College in the 
saving of paper and ink would be recognized by a 
grateful Exchequer, which would probably support 
it in the handsome manner traditional with ex- 
chequers. 

“Let its fame once cross the Atlantic,” the com- 
mentary concludes, “and it must surely become a 
conspicuous dollar-earner. They need it even more 
over there.” 


Orthosomium. — J. H. Hammersley, M.D., 
has opened, in Boston, under favorable auspices, 
a school for orthosomic exercises, which should 
have the countenance of parents, } 
tors, and the public generally. 

Boston M. & S. J., December 14, 1853 
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MASSACHUSETTS DEPARTMENT 
OF PUBLIC HEALTH 


_ LOCATION OF STOCKS OF GAMMA 
GLOBULIN 

Until further notice, all orders for immune serum 
globulin for measles and hepatitis prophylaxis will 
be filled by the Biologic Laboratories in the amounts 
requested. Only large unexplained orders will be 
questioned. Most biologic stations will have none 
on hand until the first case occurs in the community; 
thereafter, small quantities will be stocked, the 
amount being increased when either disease becomes 
prevalent. The Department believes that during 
the past season everyone has been impressed with 
the necessity for conservation of this product. 

Poliomyelitis-immune globulin will be available 
only at the Biologic Laboratories, 375 South Street, 
Jamaica Plain, Massachusetts (JA2-3700), the 
Worcester Health Department (WO7-2771) and 
the Springfield Health Department (SP6-2711). 
Any further change in the distribution of this 
product will be announced. 


LABORATORY SPECIMENS ON FOOD 
HANDLERS 


The tic Laboratory of the Department 
of Public Health can no longer accept for examina- 
tion Widal and stool specimens on healthy food 
handlers not involved in the investigation of an 
outbreak. In such outbreaks, of course, all our 
facilities, through our district health officers, are 
available. 

The Diagnostic Laboratory is intended primarily 
for tests on specimens sent in by physicians to con- 
firm diagnoses of communicable diseases and ex- 
amination of release cultures and epidemiologic 
specimens for physicians and boards of health. The 
load of work for this primary purpose is becoming 
so heavy that other, less urgent tests can no longer 
be performed. 

Long experience in examining specimens from 
healthy food handlers has demonstrated that only a 
few out of thousands of specimens are ever positive. 
A much more rewarding procedure for preventing 
the spread of intestinal diseases is the improvement 
of the sanitation in eating places and food-handling 
establishments, and the Department’s program 
along this line has been greatly augmented in 
recent years. Similar procedures in institutions will 
do much to minimize the need for food-handler 
examinations. 


1000 
MASSACHUSETTS MEDICAL SOCIETY 
DEATH 
Murray — Frank A. Murphy, M.D., of Taunton, died on 
. recei rom Tu 
Schel in 190 He was a fellow of the American Medical Asso- 
cia 
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is an index arranged by chapters and paragraphs in the 78. (Distributed by Grune and Stratton, New York.) 
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1954, at the Moree Auditorium, Museum of Science, 


PSYCHIATRIC SANT ELIZABETHS 
HOSPIT 


Saint Elizabeths i of 
about 7000 patients, an three. 
patie, oer an approved comprehensive 


for 
and 


for the yeas’ $3000 fac the 


THE NEW ENGLAND JOURNAL OF MEDICINE 


Dec. 10, 1953 


DOCTORS IN ALCOHOLICS ANONYMOUS 


Anonymous meet at the Ma Hotel, Akron, Ohio, 
14 16, 1954. Information and ations be 
May yg 6, reserv. may 


SOCIETY MEETINGS AND CONFERENCES 
we 
bes 15. South Ead Medical Ciub. Page 956, issue of Decem- 


Daceuosn 16. New England Society of Physical Medicine Page 1003, 
mitts" Lying-ia-Hospital Journal Page 672, 


4 21. Hartford Medical Society Program. Page 260, issue of 


Page of Advencoment of Science. 


Dscemssa 28-30. American Society of Hu Genetics. 


Janvaay 4. New Eagland Cardiovascular Society. Notice above. 
4. tion for Clinical Eastern Sec- 
Janvany 6, Maacea_3 and Apait 21. Massachusetts Society for Re- 
search in Psychiatry. Page 750, iseve of October 29. 


Page 750, issue of 

Maacea 27 and 28. American Psychosomatic Society. New Orleans, 
May 14-16. Fifth Aaaual International Group of Doctors in Alcoholics 

wa American Urological Association. Page xvii, issue of 

we oe laternational Cancer Congress. Page 914, issue of Novem- 


Fasavaany 2-4. Examination for Public Health Service Medical Officers. 
October 29. 
F 


issue of mber 12. 
12-15 of le 
Cardiology 
As Heart Association Annual Scientific 


ESSEX NORTH 
3. Pentucket Club, 111 Main Street, Haverhill. 
Mar 12. 113th Annual Meeting. Andover Country Club, Andover. 


MIDDLESEX EAST 
Jasuany 20. (Combined with the Auziliary.) 
24. 


Maacu 
Mary 11. Annual Meeting. (Harlow Dinner.) 

Catenpar or Boston Distaict ron tue Weex Becinninc 

Tuurspay, Decemser 17 

Tuvaspay, Deceusza 17 

Clinic. Joslin Auditorium, 
1008 om. Arthritis Grand Rounds. Robert Breck Brigham 
m. 

Home, Cambetage City Hoopical 


700 p.m. Surgical Division Meeting. Movant Aubura Hospital, 
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SELECTIVE SERVICE INFORMATION RELEASE | 
RESIDENTS FOR 1954-55 HOSPITAL YEAR 
The National Advisory in 
their 31st birthday. 
NEW ENGLAND CARDIOVASCULAR SOCIETY 
will be the Peter Bent Bri ee |e 
p.m. 
Procaam 
Invited Speakers from New England, Dr. Edward F. Bland, 
presiding: 
The Effect of Radiation Vascular Reactivity. Dr. 
Durwood Smith, Burlington, Vermont. Distaict Sociztizs 
An ey Evaluation of Nitrous Oxide- 
Risk. Drs. Morris L. and Jan Nyboer, Hanover, 
New Hampshire. 
The Effect of Parenteral and Oral Administration of 
Disodium and Calcium Salts of Tetracetic 
Acid on Cholesterol Metabolism. Henry S. M. Uhl, 
Albert J. Boyle and Harold H. Brown, Detroit and Worcester. 
Peter Bent Brigham Hospital. Dr. Samuel A. Levine, 
presiding: 
Pericardial Constriction versus Myocardial Fibrosis. Drs. 
C. Sidney Burwell and E. D. Robin. 
Mitral Stenosis and Mitral Insufficiency — Their Rela- 
Importance in Same Dexter, 
weon McDonald, Murray Rabinowitz, Rapa 
Florence W. Haynes and Hiroschi Kuida. one 
Clinical Features of Aortic Stenosis. Drs. Avard M. 
ae, Yow J. Hunzicker, Charles H. Sackett and 
Samuel A. Levine. 
Dscemsza 18 
$4200 for the year. tion ion forme 100-8:45 a.m. tions. Joslia Clinic. Joslin Auditorium, 
may be obtained from Dr. Winfred Overholeer, New 
Saint Elizabeths Hospital, Washington, D. C. (Notices concluded on page x0) 


